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PROTECTING THE NATION’S BLOOD SUPPLY 
FROM INFECTIOUS AGENTS: NEW STAND- 
ARDS TO MEET NEW THREATS 


THURSDAY, OCTOBER 12, 1995 

U.S. House of Representatives, 

Subcommittee on Human Resources and 
Intergovernmental Relations, 
Committee on Government Reform and Oversight, 

Washington, DC. 

The subcommittee met, pursuant to notice, at 10:10 a.m., in room 
2154, Rayburn House Office Building, Hon. Christopher Shays 
(chairman of the subcommittee) presiding. 

Present: R^resentatives Shays, Davis, Souder, Chrysler, Towns, 
Barrett, and Green. 

Ex officio present: Representative Clinger. 

Staff present: Lawrence J. Halloran, staff director and counsel; 
Anne Marie Finley and Robert Newman, professional staff; Thomas 
M. Costa, clerk; Kevin Davis and Cheryl Phelps, minority profes- 
sional st^ members; Ellen Rayner, minority chief clerk; and Jean 
Gosa, minority staff assistant. 

Mr. Shays. I would like to call this hearing to order and to wel- 
come our witnesses, and to also welcome our guests as well and, 
in particular, thank the Secretary of HHS for coming to this hear- 
ing. And we will obviously be very eager to hear what she has to 
say and gfrateful that you are here. 

Each year, approximately 4 million patients in the United States 
receive transfusions of whole blood and blood components derived 
from 12 million imits of blood from more than 8 million individual 
donors. When receiving a transfusion, each of those patients forms 
a very personal bond of trust with one or more blood donors and 
with all those responsible for the collection, processing, storage, 
distribution and administration of potentially life-saving therapies. 
Those patients have a right to know their trust is well placed. 

On behalf of those patients, we asked the Department of Health 
and Human Services to assure us that our public health agencies, 
particularly the Food and Drug Administration, are aggressively 
maintaining safeguards to detect emerging infectious agents and 
eliminate bloodborne pathogens from the Nation’s blood supply. 

We are very grateful that Secretary Shalala asked to testify 
today to provide that assurance and to discuss those steps the De- 
partment will take to improve the coordination and implementation 
of blood safety measures. We welcome her testimony on this vital 
issue. 
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Vigilance is the only sure barrier against nature’s relentless and 
ingenious army of potential contaminants. We know from hard ex- 
perience that any lapse of remlatory watchfulness, any scientific 
complacency, any absence at the sites of leadership, can lead to the 
loss of life. In the early 1980’s, 10,000 people with hemophilia, fully 
50 percent of all U.S. hemophiliacs at the time, as well as 20,000 
other transfusion recipients, were infected with HIV through blood 
products. And I emphasize that was in the 1980’s. 

Many, in turn also infected their spouses, leaving children with- 
out parents. Some families lost an entire generation of children 
who relied on blood products to fight the deforming effects of hemo- 
philia. 

Today, we ask how the lessons of that 1980’s tragedy will be ap- 
plied to prevent new threats — Chagas’ Disease, prions, parvovirus, 
and the bloodbome pathogens not yet known to us — ^from entering 
the national bloodstream. 

One lesson should be an increased willingness to adopt inter- 
mediate testing measures to reduce the risks of infections entering 
the blood supply. For HIV, that risk arises during the 20-day win- 
dow period during which infection in donated blood is not detected 
by the current antibody test. Use of an HIV antigen test would de- 
tect infected blood sooner, closing the risk window by approxi- 
mately 10 days. 

We applaud the FDA Commissioner’s decision to recommend HIV 
antigen testing and will look to the FDA for the development of ad- 
ditional screening tests to reduce the already low risks of window 
period exposure to hepatitis and other infections. 

Today our blood supply is safer than ever. Our goal is to assure 
the public that the safe supply of blood and blood products will re- 
main as safe from infectious agents as good science and strong 
leadership can insure. 

Testimony today from consumers, physicians, and the FDA will 
help us achieve that goal. We welcome our distin^shed witnesses 
this morning and look forward to a thorough discussion of any 
issue critical to the public health. 

At this time, I would like to invite the ranking member of this 
committee, formerly the chairman of this committee who has spent 
a lot of time on this issue, to offer anv statement he would like. 

[The prepared statement of Hon. Christopher Shays, and the 
July 12, 1995, letter to Dr. Kessler follow:] 

Prepared Statement of Hon. Christopher Shays, a Representative in 
Congress From the State of Connecticut 

Each year, approximately four million patients in the United States receive trans- 
fusions of whole blood and blood components derived from 12 million units of blood 
from more than eight million individual donors. When receiving a transfusion, each 
of those patients forms a very personal bond of trust with one or more blood donors 
and with aU those responsible for the collection, processing, storage, distribution and 
administration of potentially lifesaving therapies. Those patients have a right to 
know ^eir trust is well-placed. 

On behalf of those patients, we asked the Department of Health and Human Serv- 
ices (HHS) to assure us that our public health agencies, particularly the Food and 
Drug Administration, are aggressively maintaining safeguards to detect emerging 
infe^ious agents and eliminate blood-borne pathogens from the nation’s blood sup- 

% e are grateful that Secretary Shalala asked to testify today to provide that as- 
surance and to discuss those steps the Department will take to improve the coordi- 
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nation and implementation of blood safety measures. We welcome her testimony on 
this vital healtn issue. 

Vigilance is the only sure barrier against nature’s relentless and ingenious army 
of potential contaminants. We know irom hard experience that anjr lapse in rew- 
latory watchAilness, any scientific complacency, and absence of decisive leadership 
can lead to the loss of life. 

In the early 19808, ten thousand people with hemophilia, fully 50% of all U.S. he- 
mophiliacs at the time, as well as 20,000 other transfusion recipients, were infected 
with HIV through blood products. Many in turn also infected their spouses, leaving 
children without parents. Some families lost an entire generation of (hildian who 
relied on blood products to fight the defonning effects of hemophilia. 

Today, we ask how the lessons of that 1980s tragedy will be applied to prevent 
new tlroats — Chagas’ Disease, prions, parvovirus, and the blood-borne pathogens 
not yet known to us — from entenng the national bloodstream. 

One lesson should be an increased willingness to adopt intermediate testing meas- 
ures to reduce the risks of infections entering the blood supply. For HIV, that risk 
arises during the twenty day “window period” during which infection in donated 
blood is not detected by the current antibody test. Use of an HIV-antigen testing 
and will look to the FDA for the development of additional screening test to reduce 
already-low the risks of window period exposure to hepatitis and other infections. 

Today our blood supply is safer than ever. Our goal is to assure the public that 
the suppljr of blood and blood products will remain as safe from infectious agents 
as good science and strong leadership can ensure. Testimony today from consumers, 
physicians, and the FDA will help us adiieve that goal. 

We welcome our distinguished witnesses this morning, and look forward to a thor- 
ou^ discussion of an issue critical to the public health. 


July 12, 1995 

David A. Kessler, M.D. 

Commissioner 

Food and Drug Administration 
5600 Fishers Lane 
Rockville, MD 20857 
Dear Dr. Kessler: 

The Subcommittee has been investigating issues affecting the safety of the na- 
tion’s blood supply. In the course of the investigation, it was learned that on June 
23, the Food and Drug Administration’s Blood Products Advisory Committee (BPAC) 
recommended against routine HIV-1 antigen screening of donor units. I urge you 
not to accept that recommendation but take immediate action to license HIV-1 anti- 
gen tests for donor screening. 

'These tests will reduce the average infection “window,” the period between HIV 
infection of a donor and antibody detection in the blood. The window is now esti- 
mated to average 20 to 25 days. Antigen testing will reduce the window by 10 days, 
resulting in det^tion of up to 20 infected (antigen positive/antibody negative) dona- 
tion cases per year which are now missed. Since each donation collected undergoes 
separation into at least two units, antigen testing will prevent up to 40 individuals 
from exposure to HIV-tainted blood products. 'That in turn could prevent trans- 
mission to an additional estimated 1.7 individuals per infected case, meaning that 
at least 68 individuals per year will be protected from HIV infection through ficens- 
ing^of antigen tests as a screening tool! 

The June 23 decision by the BPAC was illogical. The committee first voted unani- 
mously (15-0) that antigen testing was proven effective in “HIV-l 
prevention . . . based on incidence and window period reduction.” But the BPAC 
then voted (6-9) against a finding that antigen screening is “likely to provide a sig- 
nificant public hemth benefit which outweighs the potential risks.” Based on that 
contradictory conclusion, the BPAC then voted (6-8, with 1 abstention) against rec- 
ommending licensure of the Mtigen test as a donor screen. Those attending the 
meeting describe a heated discussion of the cost of antigen testing per avoided 
death. Cost appears to be the only ratential risk considered by the BPAC, and it 
was cost alone that prompted the BPAC to recommend against implementation of 
routine donor antigen screening, despite their own unanimous findmg of the test’s 
effectiveness. 

Yet the cost of antigen testing is not the primary concern of those who would have 
to conduct the screening. Both the American Association of Blood Banks and the 
American Red Cross, who together collect 98 percent of the nation’s blood supply, 
support licensure of the HIV-1 antigen test. Given that fact, I hope you agree that 
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the FDA’s primary concerns under the Federal Food, Drug and Cosmetic Act 
(FFDCA) ought to be the safety and effectiveness of a product or device. Highly 
speculative cost estimates should not outweigh scientific evidence of the effective- 
ness of antigen testing to save lives. 

You have every reason to act boldly. Timidity in confrontii^ the AIDS threat has 
already exacted a tragic toll. The FDA failed to take effective action arainst HIV 
infection in the 19808 and 10,000 hemophiliacs became infected throu^ blood prod- 
ucts, including 90% of patients with Type A Hemophilia and 60% of all hemo- 
philiacs. I understand that an Institute of Medicine Report will be released today 
which is very critical of the agency’s failure during that period to prevent trans- 
mission of HIV through the blood supply. Please do not allow that to happen again. 

Decisive action on wur part is long overdue. As the Subcommittee discovers in 
its investigation of the premarket review processes for food additives, the agency 
views statutory time frames as mere guidelines or goals. 'The Product Licensing Ap- 
plications for the short-duration antigen tests were initially filed in 1990 and are 
still not approved. The FFDCA requires the agency to review and make a decision 
on biologic products within 180 days. The statute requires action by the agency, not 
endless deliberation by an advisory committee. 

Also, I suggest that you disband the Blood Products Advisory Committee inune- 
diately and replace it with an Advisoiy Committee on the Safety of the Nation’s 
Blood Supply, ^e critical mission of this advisory committee should be reflected in 
its title. At least one-third of the total membership of the new advisory committee 
should be individuals who have received blood products (but not in connection with 
a professional or commercial activity) and representatives of consumer oivanizations 
with expertise in blood products, as proposed in a bill introduced by Itep. Porter 
Goss (FL-14), H.R. 1021, of which I am a cosponsor. 

You stated at the September 26, 1994 FDA Conference on The Feasibility of Ge- 
netic Technology to Close the HIV Window in Donor Screening that you believe that 
as a public health agency the FDA has an obligation to foster the development of 
new technologies — especially if these technologies hold the promise of a blood supply 
that is even safer. 'This is esMcially true for detecting HIV — the AIDS virus.” You 
also said, “^e need to close the window.” You now have the opportunity to do just 
that. 

Dr. Kessler, you have the responsibility and the authority as Commissioner to 
protect the nation’s blood supply. Please approve the HIV-1 antigen test for screen- 
ing of blood donors immediately and institute a new Advisory Committee on the 
Safety of the Nation’s Blood Supply so that the American blood supply remains as 
free from infectious agents as strong leadership and good science can assure. 
Sincerely, 

Christopher Shays 

Chairman 

Mr. Towns. Thank you very much, Mr. Shays, for holding this 
hearing and for your leadership on this particular issue. This is an 
issue that knows no particular constituency. Blood and blood prod- 
ucts are not characterized by political party, and the level of safety 
that we aspire to should not reflect any political agenda. 

Mr. Chairman, each year 4 million people rely on the quality and 
integrity of the blood supply, and no one knows when their mother, 
father, sister, brother, or child will be faced with some medical 
emergency requiring the transfusion of blood or blood products. 

Clearly, the safety of the Nation’s blood supply can touch the life 
of any American. For this reason alone, today’s oversight hearing 
is critically important. I look forward to the testimony of each of 
today’s witnesses and would like to especially commend Health and 
Human Services Administrator Donna Shalala for — or Secretary, I 
should say, for appearing before this subcommittee to present her 
agency’s strategy for protecting the blood supply for our evaluation. 

Madame Secretary, your presence significantly enhances our 
ability to understand the complexities of the task of insuring a 
blood supply free of contaminants, and demonstrates the highest 
level of commitment on the part of your agency and the adminis- 
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tration to maintaining a safe blood supply. And we thank you for 
that. 

This hearing provides the subcommittee with the opportunity to 
reveal the recommendations to improve the safety of the blood sup- 
ply that are set forth in a 1995 Institute of Medicine report. In ad- 
dition, this hearing vsrill enable us to assess HHS’s plans for imple- 
menting these recommendations. 

Toward that end, these fundamental questions, I hope, will be 
answered: Do HHS’ plans show an understandii^ of the kinds of 
threats that exists to the safety of blood supply? ^r example, does 
the plan contemplate the risks of Hepatitis G or CJD in the blood 
supplv? Has HHS improved coordination between the Public 
Health Service, FD^ NIH, and CDC in the detection and elimi- 
nation of bloodbome infectious agents? 

Should HHS adopt intermediate measures to assure greater pro- 
tection of the blood supply and, if so, what is HHS’s strategy for 
employing these measures? 

So I would like, Mr. Chairman, and I hope that before the hear- 
ing is over that these questions will be asked. Thank you very 
much, and I yield back the balance of my time. 

Mr. Shays. I thank the gentleman. At this time I welcome any 
comment that the chairjian of the full committee, Mr. Clinger, 
would like to make. 

Mr. Clinger. Thank you veiy much, Mr. Chairman. I just want 
to commend you and your staff for the hard work you have put in 
in convening this oversight hearing on an issue which affects, or 
could affect, each and every one of us, which is the safety of the 
Nation’s blood supply. 

Each year, 4 million patients receive transfusions and over 
20,000 units of blood are donated for patients in need. It is appro- 
priate today for the first day of the National Hemophilia Founda- 
tion’s Conference in my home State of Pennsylvania, to imderscore 
the plight of the thousemds of hemophiliacs who were infected with 
HIV through contaminated blood. 

The question raised today is: What happens if we are faced with 
another crisis? Are we prepared to cope? We need to insure fiiat 
this tragedy will not happen again, ^ere seems to be general 
agreement that we need constant monitoring and testing with the 
best technology available to insure the safety of our blood supply. 

But there is more that needs to be done than just the obvious, 
as detailed in the Institute of Medicine’s report. We must have bet- 
ter coordination between the numerous agencies involved with 
monitoring the blood supply and to aggressively use every resource 
available. 

Monitoriim and testing our blood supply is a shared responsibil- 
ity among different agencies and outside CToups, which makes co- 
ordination even more difficult. We cannot have agencies competing 
for turf at the expense of patients, and we cannot have long delays 
in approving new technology which will help us protect blood sup- 
plies. We cannot continue to rely on inadequate or unreliable infor- 
mation. 

So I want to welcome Secretary Shalala this morning, and hope 
that you can provide us with some insights today with the antici- 
pated announcement that the Department will be implementing 
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many of the recommendations offered by the Institute of Medicine. 
We must, and can, do better to insure the safety of patients. 

So I look forward to hearing the testimony of the witnesses and 
again welcome Secretary Shalala. 

Mr. Shays. Madame Secretary, I know that you need to leave at 
11 o’clock and that Dr. Lee will be able to stay, smd we are going 
to honor that request. I know you have to meet with the President. 

Mr. Chrysler and Mr. Souder, would either one of you like to 
make an opening statement? 

Mr. Souder. I would say, just in respect to the Secretary’s time, 
welcome. 

Mr. Chrysler. The same. 

Ms. Shalala. Thank you very much. 

Mr. Shays. As is our custom, we swear in our witnesses in this 
committee, and we will be swearing everyone in. If you would just 
stand and raise your right hand. 

[Witnesses sworn.] 

Mr. Shays. For the record, I will note that both witnesses have 
answered in the affirmative. 

And if I could just ask unanimous consent that all members of 
the subcommittee be permitted to place any opening statements in 
the record and that the record remain open for 3 days for that pur- 
pose. 

Without objection, so ordered. 

[The prepared statements of Hon. Edolphus Towns, Hon. William 
F. Clinger, and Hon. Gene Green follow:] 


Prepared Statement of Hon. Edolphus Towns, a Representative in Congress 
From the State of New York 

I thank you, Chairman Shays, for scheduling this hearing which 1 know you have 
planned as a candid examination of the safety of the Nation’s blood supply. As evi- 
denced by this cover story in U.S. News and World Report, ^estions have been 
raised about blood safety that are in need of resolution. Mr. Chairman, this is an 
issue that knows no particular constituency. Blood and blood products are not char- 
acterized by political party, and the level of safety that we aspire to should not re- 
flect a^ political agenda. 

Mr. Chairman, each year, four million people rely on the quality and integrity of 
the blood supply. And no one knows when they, their mother, father, sister, brother, 
or child wdf ne faced with some medical emergency requiring the transfusion of 
blood or blood products. Clearly, the safety of the Nations blood supply can touch 
the life of any American. For this reason alone, today’s oversight hearing is critically 
imjxirtant. 

I look forward to the testimony of each of toda/s witnesses, and would like to es- 
pecially commend Health and Human Services Secretary Donna Shalala for appear- 
ing before this subcommittee to present her agency’s strategy for protecting the 
blood supply for our evaluation. 

Madame Secretary, your presence significantly enhances our ability to understand 
the complexity of the task of ensuring a blood supply free of contaminants, and dem- 
onstrates the highest level of commitment on the part of your agency and the ad- 
ministration to maintaining a safe blood supply. 

This hearing provides the subcommittee with the opportunity to review rec- 
ommendations to improve the safety of the blood supply that are set forth in a 1995 
Institute of Medicine report. In addition, this hearing will enable us to assess HHS’s 
plans for implementing these recommendations. Toward that end, these fundamen- 
tal questions must be answered: 

(1) Does HHS’s plan show an understanding of the kind of threats that exist to 
the safety of blood supply? 

For example, does the plan contemplate the risks of hepatitis G or C J.D. in the 
blood supply. 

(2) Has HHS improved coordination between the Public Health Service, N.L.H., 
and C.D.C in the detection and elimination of blood-bome infectious agents? 
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(3) Should HHS adopt intermediate measures to assure greater protection of the 
blood supply, and if so, what is HHS’s strategy for employing these measures? 

For example, does the plan include antigen testing. 

Again, Swretary Shalala’s presence here will significantly inform our discussion 
of these issues. 

I welcome you Madame Secretary, and all of our witnesses, and look forward to 
a productive hearing. 


Prepared Statement op Hon. William F. Clinger, a Representative in 
Congress From the State of Pennsylvania 

I want to thank Subcommittee Chairman Shays and his staff for their hard work 
in convening this oversight hearing on an issue which affects or could affect each 
and eveiy one of us — the safety of our nation’s blood supply. Each year four million 
patients receive transfusions and over 20 million units of blood are donated for pa- 
tients in need. It is appropriate today, the first day of the National Hemophilia 
Foundation’s conference in my home state of Pennsylvania, to underscore the plight 
of the thousands of hemophiliacs who were infected with HIV through contaminated 
blood. 

The question raised today is what happens if we are faced with another crisis? 
Are we prepared to cope? We need to ensure that this tragedy will not happen 
again. There seems to general agreement that we need constant monitoring and 
testing with the best technology available to ensure the safety of our blood supply. 

But there is more that needs to be done than just the obvious as detailed in the 
Institute of Medicine’s report. We must have better coordination between the nu- 
merous agencies involved with monitoring the blood supply, and to aggressively use 
every resource available. Monitoring and testing our blood supply is a shared re- 
sponsibility among different agencies and outside groups which makes coordination 
even more difficult. We can not have agencies competing for turf at the expense of 
patients. We can not have long delays in approving new technology which will help 
us to protect blood supplies. We can not continue to rely on inadequate or unreliable 
information. 

I hope that Secretary Shalala will provide us with some insights today with the 
anticipated announcement that the Department will be implementing many of the 
recommendations offered by the Institute of Medicine. We must and can do better 
to ensure the safety of patients. 

I look forward to hearing the testimony from the witnesses today. 


Prepared Statement of Hon. Gene Green, a Representative in Congress 
From the State of Texas 

Thank you, Mr. Chairman for calling this hearing. This subcommittee has a heavy 
responsibility in discussing this issue seriously without stoking fears in the public. 
I believe there needs to be concern among the public about the safety of the blood 
supply, not because the safety is worse than in the past, but because it could be 
better than it is now. I would like to commend the Chairman for his ability to tackle 
another sensitive issue in a balanced and responsible way. 

I would like to welcome our witnesses today, especially Secretary Shalala. I am 
very interested in hearing what HHS has decided to do about improving the safety 
of our national blood supply. 

Finally, there has been some concern noted about the behavior of the Blood Prod- 
ucts Advisory Committee (BPAC) in not recommending some intermediate action be 
taken to screen blood for HlV-1 antigens. HoTOfully, today we will learn why they 
did not reconunend any action be taken and whether this calls into question wheth- 
er this standing committee should be disbanded. 

Again, I tha^ the Chairman. 

Mr. Shays. And, also, that our witnesses be allowed to summa- 
rize and offer any other material that they would like as well. And 
that will, without objection, be so ordered. 

Madame Secretary, welcome. It is nice to have you before our 
committee again. 
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STATEMENT OP DONNA SHALALA, SECRETARY, HEALTH AND 

HUMAN SERVICES, ACCOMPANIED BY DR. PHILLIP LEE; 

AND, HON. PORTER J. GOSS, A REPRESENTATIVE IN CON- 
GRESS FROM THE STATE OF FLORIDA 

Ms. Shalala. Thank you very much, Mr. Chairman. I am very 
pleased to be here. I am accompanied by Dr. Phillip Lee, the As- 
sistant Secretary for Health, who is one of the Nation’s leading au- 
thorities on public health. Good morning to you, Mr. Chairman and 
members of the subcommittee. Thank you for the opportunity to 
discuss the Department’s program for insuring the safety of the 
Nation’s blood supply. 

I know that you are conducting this hearing because of your com- 
mitment to reducing the risks of contamination of blood and blood 
products, and I am here today because we share your commitment. 
The 3.5 million Americans a year who receive blood or blood prod- 
ucts can be assured that the United States has one of the safest 
blood supplies in the world. No one should hesitate to receive blood 
when required. 

The Department of Health and Human Services plays multiple 
roles in helping to insure the safety and availability of our blood 
supply. The Food and Drug Administration regulates the blood in- 
dustry by licensing products, as well as issuing and enforcing safe- 
ty rules. FDA also conducts research as an essential part of its 
science-based decisionmaking. 

'The Centers for Disease Control and Prevention use their nation- 
wide surveillance system to identify and monitor bloodbome dis- 
eases. CDC advises the appropriate government officials when 
known or newly recognizea diseases are identified as potential 
threats to the safety of the blood supply. CDC does research related 
to the risk of transmission of diseases directly through blood, as 
well as secondary transmission. 

The National Institutes of Health is engaged in the ongoing re- 
search to improve blood banking operations and blood safety. For 
example, NIH is supporting work to develop methods of destroying 
infectious agents in blood components and is developing physician 
guidelines for the appropriate use of blood products. 

Blood is human tissue and a natural vehicle for the transmission 
of infectious diseases. Putting someone else’s blood into a person is 
an inherently risky medical procedure. 

The greatest risk and our greatest fear is of the unknown. We 
dread newly emerging infectious diseases that can be transmitted 
through blood. Just such a disease became the blood supply’s big- 
gest threat and the Public Health Service’s most difficult challenge 
in 1981 when AIDS was first recognized and initial cases were re- 
ported. 

Within a year, we were all confronted by the risk of AIDS. 
Among those at acute risk was anyone dependent on the life-sus- 
taining power of blood and blood products. 

In the early 1980’s, the research community had not identified 
the AIDS virus and could not test for its presence in blood. It was 
not until 1985, that blood banks could confidently screen blood for 
the HIV virus and all but eliminate the risk to the blood supply. 

This did not occur soon enough to prevent a true human tragedy. 
More than half of America’s 16,000 hemophiliacs were infected by 
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the HIV virus through blood products, such as a coagulant known 
as Factor VIII. Thousands of others, including persons without he- 
mophilia, were infected by blood transfusions. 

Mr. Chairman, I would be remiss if I did not attempt to put a 
human face on these statistics that we sometimes cite too quickly. 
These thousands of cases represent fathers and mothers and sons 
and daughters, and our hearts go out to them. We do not consider 
the Department’s responsibilities regarding blood safety without 
thinking of the human faces behind the statistics. 

Indeed, in my own office are the pictures drawn by children, 
some of whom were infected during this period, to remind me of 
the Public Health Service’s responsibility in this area. 

In response to congressional and other public concerns about the 
events of the 1980’s, 2 years ago I asked the Institute of Medicine 
to undertake a comprehensive study of the events surrounding HIV 
transmission to people with hemophilia. The Institute’s report, pub- 
lished last July, covers the period of 1982 to 1986, and the decision- 
making process during that time. The Institute of Medicine did not 
review blood regulation after 1986. 

The Institute stated that it undertook its assignment “with the 
intent to prepare the guardians of the blood supply for future 
threats concerning blood safety.” Upon issuance of the report, lOM 
cautioned: “The danger of hindsight is unfairly finding fault with 
decisions that were made in the context of great uncertainty.” 

I agree. We are interested in exploring the past only so the 
present and future blood supplies will be safer. As the Institute of 
Medicine noted, the report deals with a period of uncertainty when 
medical providers and researchers grappled with a disease of un- 
known origin with unpredictable outcomes. As early as 1982, there 
were cases of AIDS in persons who received blood products, sug- 
gesting that some components of the blood supply might be con- 
taminated. 

These suspicions created a mmor dilemma for the public health 
community. In the case of people with hemophilia, the quandary 
was especially difficult. Blood-clotting factors were miracle products 
primarily responsible for nearly doubling the life span of people 
with hemophilia. When questions arose about possible contamina- 
tion of these products, patients and their doctors had legitimate 
concerns that any attempts to safeguard clotting factors could also 
jeopardize their availability. 

The lOM report notes that recommendations about donor screen- 
ing, viral inactivation, and recalls of blood products were consid- 
ered in the early 198()’s. According to the Institute of Medicine, it 
took some time before sufficient scientific and political support was 
in pla<’9 to facilitate the implementation of such safeguards. 

Perhaps the Department could have moved more quickly to adopt 
those proposals. I believe the lOM report shows that our entire 

f iublic health system missed opportunities to intervene and to save 
ives. 

On July 13, 1995, the day the lOM report was issued, I created 
a task force of seven senior public health officials to assess the 
lOM’s recommendations and report their conclusions to me. The 
task force was chaired by the Assistant Secretary of Health and 
comprised of the Commissioner of the FDA, the Director of the 
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CDC, and the Director of the National Institutes of Health. Three 
senior career officers from each of the Public Health Service Agen- 
cies also served on the task force. 

I am pleased to present the task force report to the subcommittee 
today. But before I discuss the task force recommendations, I want 
to emphasize that the Department had already learned much from 
the AIDS experience long before we received the lOM’s findings. 
Many of the lOM recommendations had already been implemented 
and in place for several years. 

Our public health system is better prepared today to deal with 
an emerging infectious agent than it was in 1981. There is better 
science resisting from intensive research into bloodborne diseases. 
Nationwide disease surveillance systems cast wider and deeper 
nets today. There is greater oversight of blood manufacturing. 
There is extensive donor screening which is required, as well as 
routine testing for such diseases as HIV, hepatitis, and syphilis. 

In order to maintain the safety of America’s blood supply, it is 
important to be prepared to meet new challenges. If another infec- 
tious disease emerges, we want the Department to be fully pre- 
pared to deal with it quickly and effectively. Therefore, today I am 
directing that the recommendations of the Task Force on Blood 
Safety be implemented. 

A great deal of thought and study went into these recommenda- 
tions, first by the Institute of Medicine and then by the Depart- 
ment’s Task Force on Blood Safety. I believe that implementation 
of the recommendations will enhance the Department’s blood safety 
operations. 

The first recommendation addresses one of lOM’s more serious 
conclusions, that there was a lack of leadership in the Department 
in the early 1980’s, a time when Federal public health officials dif- 
fered about the appropriate safeguards for the blood supply. During 
this period, some key political leaders were openly hostile to mas- 
sive Federal intervention in the AIDS crisis, according to the Insti- 
tute of Medicine. 

Blood safety must never again be handled as a secondary issue. 
I am elevating it to the highest level of the Department. I will des- 
ignate the Assistant Secretary for Health to be the Department’s 
Blood Safety Director, with overall responsibility for coordination 
and oversight of the Public Health Service’s blood safety programs. 

Reporting to the Blood Safety Director will be a Blood Safety 
Committee. The committee’s membership will include the Commis- 
sioner of FDA, the Director of CDC, and the Director of the Na- 
tional Institutes of Health. The committee will be serviced by the 
Advisory Council on Blood Safety and Availability. The advisory 
group will include representatives of industry, consumers, scientific 
experts, and ethicists. 

The Advisory Council will provide a forum in which to examine 
broad public health and societal implications of blood safety issues. 
These include availability, informed consent, social choice, the allo- 
cation of research resources, and the impact of economic factors on 
availability. 

'The Public Health Service Agencies have separate responsibil- 
ities in the blood safety areas, but they will serve together on the 
Blood Safety Committee. We will transform a system that has 
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sometimes been plodding into one that can reach decisions and im- 
plement them quickly. 

The Blood Safety Director and the committee will not supersede 
the authority of the FDA. The Commissioner of FDA will continue 
to be ultimately responsible for re^latory decisions regarding 
blood safety. The Commissioner should continue to seek scientific 
advice and expertise from his FDA Blood Products Advisory Com- 
mittee. 

The FDA Advisory Committee’s role will be directed to matters 
pertaining to FDA. All issues outside of FDA’s purview will be con- 
sidered by the new Blood Safety Committee operating at the De- 
partment and Secretarial level. 

The purpose of appointing the Director and committee is to facili- 
tate leadership and give priority to blood safety issues at the high- 
est level during times of crisis and disagreement. For example, had 
there been a Blood Safety Director and the committee in the 
1980’s, I believe the Federal Government would have acted sooner 
and more responsively to early suspicions about HIV contamination 
of the blood supply. 

The task force agreed with lOM that the Department must be re- 
sponsive to CDC’s early warning system about threats to public 
health. CDC will maintain its internal working group of blood safe- 
ty. This group coordinates blood safety issues and evaluates any 
new or potential threats to the blood supply. 

CDC will also continue to refine and upgrade its comprehensive 
surveillance system as technological advances occur. CDC will em- 
phasize research on the risk of transmission of newlv recognized or 
emerging infectious diseases in the blood supplv ana CDC will now 
have a permanent seat on the FDA Blood Products Advisory Com- 
mittee. 

In regard to the Advisory Committee, the task force recommends 
that it reflect a better balance between industry and consumers. In 
fact, FDA expanded consumer representation of the Advisory Com- 
mittee last year. Now the agency is going even further. Anyone 
with the appearance of a conflict of interest resulting from their 
connection to the blood industiy will no longer have voting privi- 
leges on the Blood Products Advisory Committee. They will, how- 
ever, continue to provide scientific support as consultants. 

lOM also expressed concern that the public did not receive suffi- 
cient information about risks to the blood supply in 1981 and 1982. 
The task force agrees. The new Blood Safety Committee will coordi- 
nate information about emerging risks of bloodborne diseases 
transmitted to any potential users of blood products as quickly as 
possible and the committee will report directly to me on its activi- 
ties. 

In order for the Department to keep the public informed and 
base regulatory decisions on sound science, our experts must have 
current and complete data on the blood supply. TTie task force rec- 
ommends that the Department consider new options for expanding 
the authority of the Riblic Health Service to collect data. This efr 
fort will be one of the first responsibilities of the new Blood Safety 
Committee. 

The implementation of these major recommendations of the lOM 
and other reforms proposed by the Task Force on Blood Safety will 
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give blood safety the highest possible priority in the Department. 
There will be strong leadership on blood safety issues. There will 
be coordination. There will be identification of resource needs. Con- 
sumers will have a larger voice and there will be additional sci- 
entific expertise. 

The transmission of HIV by blood and blood products in the 
1980’s was a catastrophe, but we have learned something from that 
experience and we are using those lessons to enact safeguards that 
will make our blood supply safer than ever before. 

Blood will always be capable of transmitting disease, Mr. Chair- 
man, and its use will never be completely free of risk. But for ev- 
eryone who relies on blood to sustain life, the Federal Government 
must and will do everything in its power to reduce risk and assure 
aveiilability. 

I look forward to working with the subcommittee as it pursues 
its review of blood safety. We greatly appreciate the opportunity to 
testify here this morning and we would be happy to answer any 
questions you may have. 

[The prepared statement of Ms. Shalala follows:] 

Prepahed Statement of Donna Shalala, Secretary, Health and Human 

Services 

Good morning, Mr. Chairman and members of the subcommittee. 

Thank you for the opMrtunity to discuss the Department’s program for ensuring 
the safety of the Nation's blood supply. I know you are conducing this hearing be- 
cause of your commitment to reducing the risks of contamination of blood and blood 
products. I am here today because I share your commitment. 

The three and one half million Americans a year who receive whole blood or blood 
products can be assured that the United States has one of the safest blood supplies 
In the world. No one should hesitate to donate blood or receive blood when required. 

The Department of Health and Human Services plays multiple roles in helping 
to ensure the safety and availability of our blood supply. 

The Food and Drug Administration (FDA) regulates the blood industry by licens- 
ing products as well as issuing and enforcing safety rules. FDA also conducts re- 
search as an essential part of its science-based decision making. 

The Centers for Disease Control and Prevention (CDC) use their nationwide sur- 
veillance system to identify and monitor blood-bome diseases. CDC advises the ap- 
propriate government oflicials when known or newly recognized diseases are identi- 
fied as potential threats to the safety of the blood supply. CDC does research related 
to the risk of transmission of diseases directly through blood, as well as secondary 
transmission. 

The National Institutes of Health (NIH) are engaged in ongoing research to im- 
prove blood banking operations and blood safety. For example, NlH is supporting 
work to develop methods of destroying infectious agents in blood components and 
is developing physician guidelines for the appropriate use of blood products. 

Blood IS human tissue and a natural vehicle for the transmission of infectious dis- 
eases. Putting someone else’s blood into a person is an inherently risky medical pro- 
cedure. The greatest risk, and our greatest fear, is of the unknown. We dread newly 
emerging infectious diseases that can be transmitted through blood. 

Just such a disease became the blood suppl/s biggest threat and the Public 
Health Service’s most difficult challenge in 1981, when AIDS was first recognized 
and initial cases reported. Within a year, we were all confronted by the risk of 
AIDS. Among those at acute risk was anyone dependent on the life-sustaining 
power of blood and blood products. 

In the early 19808, the research community had not identified the AIDS virus and 
could not test for its presence in blood. It was not until 1985 that blood banks could 
confidently screen blood for the HIV virus and all but eliminate the risk to the blood 
supply. 

This did not occur soon enough to prevent a true human tragedy. More than half 
of America’s sixteen thousand hemophiliacs were infected by the HiV virus through 
blood products, such as the coagulant known as Factor Eight. Thousands of others, 
including persons without hemophilia, were infected by blood transfusions. 
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Mr. Chairman, I would be remiss if I did not attempt to put a human face on 
these statistics that we sometimes cite too quickly. These thousands of cases rep- 
resent fathers and mothers and sons and daughters. Our hearts go out to them, and 
we do not consider the Department’s responsibilities regarding blood safety without 
thinking of the human faces behind the statistics. 

In response to Congressional and other public concerns about the events of the 
1980s, two years aRO, I asked the Institute of Medicine (lOM) to undertake a com- 
prehensive study or the events surrounding HIV transmission to people with hemo- 
philia. The Institute’s report, published last July, covers the period 1982-1986 and 
the decision-making process during that time. 

lOM did not review blood regulation after 1986. ’The Institute stated that it un- 
dertook its assignment “with the intent to prepare the guardians of the blood supply 
for future threats concerning blood safety.'’ Upon issuance of the report, lOM cau- 
tioned: “The danger of hindsight is unfairly finding fault with decisions that were 
made in the context of great uncertainty.” 

I agree. We are interested in exploring the past only so the present and future 
blood supplies will be safer. 

As lOM noted, the report deals with a period of uncertainty, when medical provid- 
ers and researchers grappled with a disease of unknown origin, with unpremctable 
outcomes. As early as 1982, there were cases of AIDS in persons who received blood 
products, suggestmg that some components of the blood supply might be contami- 
nated. These suspicions created a major dilemma for the public hemth community. 

In the case of people with hemophilia, the quandary was especially difficult. Blood 
clotting factors were miracle products primarily responsible for nearly doubling the 
life span of people with hemophilia. When questions arose about possible contamina- 
tion of these products, patients and their doctors had legitimate concerns that any 
attempts to safeguard clotting factors could also jeopardize their availability. 

The lOM report notes that recommendations about donor screening, viral inac- 
tivation, and recalls of blood products were considered in the early 1980s. According 
to lOM, it took some time before sufllcient scientific and political support was in 
place to facilitate the implementation of such safeguards. 

Perhaps the Department could have moved more jjuickly to adopt those proposals. 
I believe the lOM report shows that our entire public health system missea opportu- 
nities to intervene and save lives. 

On July 13, 1995, the day the lOM report was issued, I created a task force of 
seven senior public health olTicials to assess the lOM’s recommendations and report 
their conclusions to me. The Task Force was chaired by the Assistant Secretary for 
Health, and comprised of the Commissioner of FDA, the Director of CDC, ana the 
Director of NIH. Three senior career officers from each of the ^blic Health Service 
agencies also served on the Task Force. 

I am pleased to present the Task Force’s report to the subcommittee today. Before 
I discuss the Task Force’s recommendations, I want to emphasize that the Depart- 
ment had already learned much from the AIDS experience long before we received 
the lOM’s findings. Many of the lOM recommendations had already been imple- 
mented and in place for several years. 

Our public health system is better prepared today to deal with an emerging infec- 
tious agent than it was in 1981. There is better science resulting from intensive re- 
search into blood-borne diseases. Nationwide disease surveillance systems cast 
wider and deeper nets. There is greater oversight of blood manufacturing. Extensive 
donor screening is required, as well as routine testing for such diseases as HIV, hep- 
atitis, and syphilis. 

In order to maintain the safety of America’s blood supply, it is important to be 
prepared to meet new challenges. If another infectious disease emerges, we want the 
Department to be fully prepared to deal with it quickly and effectively. Therefore, 
today I am directing that the recommendations of the Task Force on Blood Safety 
be implemented. 

A great deal of thought and stu^ went into these recommendations, first by lOM, 
and then by the Department's Task Force on Blood Safety. I believe implementation 
of the recommendations will enhance the Department’s blood safety operations. 

The first recommendation addresses one of TOM’S more serious conclusions, that 
there was a lack of leadership in the Department in the early 1980s, a time when 
Federal public health officials differed about safeguards for the blood supply. During 
this period, some key political leaders were openly hostile to massive Federal inter- 
vention in the AIDS crisis, according to TOM. 

Blood safety must never again b« handled as a secondary issue. I am elevating 
it to the highest level of the Department. I will designate the Assistant Secretary 
for Health to be the Department’s Blood Safety Director, with overall responsibility 
for coordination and oversight of the I^iblic Health Service’s blood safety programs. 



14 


Reporting to the Blood Safety Director will be a Blood Safety Committee. The 
Committee’s membership will include the Commissioner of FDA, the Director of 
CDC, and the Director of NIH. The Committee will be served by the Advisory Coun- 
cil on Blood Safety and Availability. The advisoiy ^up will include representatives 
of industry, consumers, scientific experts, and ethicists. 

The Advisoiy Council will provide a forum in which to ex amin e broad public 
health and societal implications of blood safety issues. These include availability, in- 
formed consent, social cdioice, the allocation of research resources, and the impact 
of economic factors on availability. 

The Public Health Service Agencies have separate responsibilities in the blood 
safety area, but they will serve together on the Blood S^ety Committee. We will 
transform a system that had sometimes been plodding into one that can reach deci- 
sions and implement them quickly. 

The Blood Safety Director and the Committee will not supersede the authority of 
FDA. The Commissioner of FDA will continue to be ultimately responsible for regu- 
latory decisions regarding blood safety. The Commissioner should continue to seek 
scientific advice and expertise from the FDA Blood Products Advisory Committee. 

The FDA Adviso^ Committee’s role will be directed to matters ^rtaining to FDA. 
AU issues outside PDA’s purview will be considered by the new Blood Safety Com- 
mittee operating at the Departmental level. 

The purpose of apminting the Director and Committee is to facilitate leadership 
and give priority to olood safety issues at the highest level during times of crisis 


safety issues at the highest level during times of crisis 


and disagreement. For example, had there been a Blood Safety Director and Com- 
mittee in 1981, I believe the Federal Government would have acted sooner and more 
responsively to early suspicions about HIV contamination of the blood supply. 

'The Task Force agrees with lOM that the Department must be responsive to 
CDC’s early warning system about threats to public health. 

CDC will maintain its internal working group on blood safety. This group coordi- 
nates blood safety issues and evaluates any new or potential threats to tne blood 
supply. 

CDC will also continue to refine and unmade its comprehensive surveillance sys- 
tems, as technological advances occur. CDC will emphasize research on the risk of 
transmission of newly recognized or emerging infectious diseases in the blood sup- 
ply. 

CDC wiU now have a permanent seat on the FDA Blood Products Advisory Com- 
mittee. In regard to the Advisory Committee, the Task Force recommends that it 
reflect a better balance between industry and consumers. In fact, FDA expanded 
consumer representation on the Advisory Committee last year. Now the Agency is 
going even farther. Anyone with the appearance of a conflict of interest resulting 


raing even farther. Anyone with the appearance of a conflict of interest resulting 
from their connection te the blood industw will no longer have voting privileres on 
the Blood Products Advisory Committee. They will, however, continue to provide sci- 
entific support as consultants. 

lOM also expressed concern that the public did not receive sufficient information 
about risks to the blood supply in 1981 and 1982. The Task Force agrees. The new 
Blood Safety Committee will be responsible for the coordination of information about 
emerging risks of blood-bome diseases transmitted to any potential users of blood 
products as quickly as possible. The Committee will report directly to me on its ac- 
tivities. 

In order for the Department to keep the public informed and base regulatory deci- 
sions on sound science, our experts must have current and complete data on the 
blood supply. The Task Force recommends that the Department consider new op- 
tions for expanding the authority of the Public Health ^rvice to collect data. This 
effort will be one of the first responsibilities of the Blood Safety Committee. 

The implementation of these major recommendations and other reforms proposed 
by the Task Force on Blood Safety will give blood safety the highest possible priority 
in the Department. 

There will be strong leadership on blood safety issues. There will be coordination. 
There will be the identification of resource needs. Consumers will have a larger 
voice. There will be additional scientific expertise. 

The transmission of HIV by blood and blood products in the 19808 was a catas- 
trophe. But we have learned something from that experience, and we are using 
those lessons to enact safeguards that we believe will make our blood supply safer 
than ever before. 

Blood and blood products will alw^s be capable of transmitting disease, and their 
use will never be completely free of risk. But for everyone who relies on blood to 
sustain life, the Federal Government will do everything in its power to reduce risk 
and assure availability 
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I look forward to working with the subcommittee as it pursues its review of blood 
safety. I greatly appreciate the opportunity to testify here this morning. I will be 
happy to answer any questions. 

Thank you. 


Repokt to the Secretary— Task Force on Blood Safety 
INTRODUCTION 

In July, 1993, at the request of Senators Kennedy and Graham and Representa- 
tive Goss, Secretary Doima Shalala asked the Institute of Medicine (lOM) to review 
the events of the early 1980s, relating to the transfusion of HIV through blood prod- 
ucts to more than half of the 16,000 henarphiliacs in the U.S. While recomzing that 
the blood supply in the United States is among the safest in the worH the Sec- 
retary believed that the results of such a study could be helpful in strengthening 
capacities to ensure the safety of the Nation's blood supply against new challenges 
in the future. The lOM convened an expert panel, which released its report on July 
13, 1995. 

Consistent with the HHS request, the panel did not review the existing blood 
safety pro^am or the current safety of the blood supply, but rather, studied the 
events and public health organizational and decision-making structures of the early 
1980s as they affected blood safety. Based upon this historical review, the panel de- 
veloped 14 recommendations “that might have moderated some of the effects of the 
AIDS epidemic,” and urged government and private organizations responsible for 
blood safety “to evaluate their current policies and procedures to see if they fully 
address the issues raised” by the recommendations. 'To conduct such an evaluation, 
including an overall review of HHS blood safety activities. Secretary Shalala ap- 
pointed this Task Force. 

After reviewing the lOM recommendations in the context of the existing blood 
safety system, the Task Force concluded that most of the recommendations had 
been addressed by improvements introduced since the mid-1980s. In light of the 
goals embodied in the lOM recommendations, however, the Task Force identified as- 
pects of the Department’s organizational structure surrounding blood safety decision 
making that could be strengthened. The prorosed improvements involve broadening 
the formal avenues of advice available to FDA for certain decisions and improving 
high-level coordination among PHS agencies on blood safety issues. The TasK Force 
also agreed with the lOM that FDA needs better information on blood availability 
and supply issues, but believed more study would be necessary before proposals 
could be made in that regard. 

The Task Force’s comments and recommendations follow the format of the lOM 
recommendations 1-14. In preparing this report, the Task Force met with rep- 
resentatives of a variety of organizations interested in blood safety issues. The Task 
Force believes that the report fully addresses the issues raised in the lOM report, 
and contains proposals that will further improve the safety of the U.S. blood supply. 

Recommendation 1: 

The Secretary of Health and Human Services should designate a Blood Safety 
Director, at the level of a depuW assistant secretary or higher, to be responsible 
for the federal government’s eflorts to maintain the safety of the nation’s blood 
supply. 

The Task Force recommends that the Secretary desimate the Assistant Secretary 
for Health to serve as the Blood Safety Director. The Task Force notes that the As- 
sistant Secretary for Health has been broadly responsible for coordination and over- 
sight of the blood safety program among the many responsibilities of this position; 
however, the Task Force believes it would be valuable to support and eidiance this 
important function by clearly hmhli^ting this responsibility within the Depart- 
ment’s administrative structure. 'Ihe Blood Safety Director would be responsible for 
coordination and oversight of the overall blood safe^ program of DHHS, and would 
serve as Chair of the Blood Safety Committee (see Kecommendation #2). The Blood 
Safety Director would periodically report to the Secretary on issues of importance 
regvding blood safety and availability. 

The Assistant Secretary for Health brings accountability at a senior level within 
Ae Departn^nt, and extensive professional experience and administrative expertise 
in coordinating interagency issues. Established working relationships between the 
Assistant Secretary for Health and PHS agencies around blood safety issues would 
facilitate quick implementation of the goals of this recommendation. 
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Recommendation 2: 

The PBS should establish a Blood Safety Council to assess current and poten- 
tial future threats to the blood supply, to prorose stratenes for overcoming 
these threats, to evaluate the response of the Public Health Service to these 
proposals, and to monitor the immementation of these strategies. The Council 
should report to the Blood Safety Director (see Recommendation 1). The Council 
should also nerve to alert scientists about the need, and opportunities for re- 
search to maximize the safety of blood and blood products. The Blood Safety 
Council should take the lead to ensure the education of public health officials, 
clinicians, and the public about the nature of threats to our nation’s blood sup- 
ply and the public health strategies for dealing with these threats. 

Pnor to the oi^anizational changes now pending within the Department, the As- 
sistant Secretary for Health had general responsibility for coordination and over- 
sight of the Department’s overall blood safety program, with the FDA Commissioner 
as the final decision maker on all regulatory matters. Surveillance elTorts have been 
led by CDC and research on blood and blood products has been shared by the NIH, 
FDA and CDC. An interagen <7 group, with representatives of FDA, CDC, NIH, 
HRSA, and the Department of Defense, constitutes the Public Health ^rvice Inter- 
agency Working Group on Blood Safety and Availability. ’This group meets monthly 
by conference call. The conference calf is an effective mechanism for sharing infor- 
mation and coordinating activities among the various government agencies involved 
in blood safety issues. Each agency is represented on the Working Group by public 
health officials with expertise m these issues. 

FDA receives outside advice through its Blood Products Advisory Committee 
(BPAC), a scientific advisory group that includes representatives from interest 
miups in the blood safety arena. Outside groups also communicate informally with 
FDA and the other agencies, all of whidi maintain ongoing relationships with inter- 
ested outside groups, including some formal liaisons. 

While this arrangement has worked well and helped produce one of the safest 
blood supplies in the world, the goals embodied in the lOM’s first two recommenda- 
tions could be furthered by certain changes. 

First, the Tadt Force recommends the formation of a PBS Blood Safety Com- 
mittee, chaired by the Blood Safety Director and made up of the FDA Commis- 
sioner, the CDC Director, and the NIH Director, with the Public Health Service 
Inter^ency Working Group on Blood Safety and Availability reporting to this 
committee. 

Under the Department’s new organizational structure, the Public Health Services 
agencies will not routinely report to the Assistant Secretary for Health. The PHS 
Blood Safety Committee, with the Assistant Secretary for Health as its chair, will 
ensure the necessa^ coordination of policy and actions by the PHS agencies. 

’The PHS Blood Safety Clommittee would strengthen the interagency efforts that 
constitute the PHS blood safety program. Currently, the monthly interageni^ con- 
ference calls provide an effective forum for communication of information andT ideas 
between PHS agencies. ’The Task Force believes it is important to create a forum 
for decision-making, priority setting, and high-level interagency coordination on key 
issues. 'The Blood Safety Committee would accomplish this. 

The PHS Blood Safety Committee would meet several times each year on a sched- 
uled basis, and would also meet at the request of any individual member, to 
accomodate quick action on priority issues. It would consider issues arisiiw out of 
the monthly l^S Interagency Working Group on Blood Safety and Availability ron- 
ference calls, assure that issues raised there were addressed, and allow for high- 
level, expeditious, interagency action on such issues where appropriate. ’The Inter- 
e^ncy Working Group would routinely provide a report of the proceedings of this 
(^up to the Chair of the Blood Safety Committee. 

The Blood Safety Committee would serve the following functions outlined by the 
lOM in Recommendation 2: assessing threats to the blood supply, proposing strate- 
gies to address these, and evaluating the implementation ana effectiveness of these 
strategies over time. Primary responsibility for identifying research needs and op- 
portunities and conveying these to the scientific community would continue to re- 
main with individual agencies. However, the Blood Safety Committee would ensure 
that new research questions regarding blood safety (such as emerging infectious 
agents) and availability raised by the PHS Interagency Working Group or the PHS 
Advisory Council on Blood Safety and Availability (see following page) are directed 
to the appropriate agencies for further exploration. 

’Ihe Department would continue to carry out the responsibility for communicating 
information about risks in the blood siroply to the public. 

The Task Force believes that the functions outlined by the lOM for the Blood 
Safety Council are governmental functions that should be performed by the Depart- 
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meat, not by outside private parties. The Task Force makes the following rec- 
ommendation to address the important role amd contributions of those outside of 
government. 

Second, a PBS Advisory Council on Blood Safety and Availability representing 
the ranf^ of interests in the blood safety area, including industry, consumers, 
and ethicists, should be appointed to advise the Committee. 

As demonstrated by the events of the 1980s, decisions concerning blood safety 
may implicate basic societal values or highly politicized public health issues. Cur- 
rently, HHS receives advice on blood safety and availanility through the FDA’s 
Blood Products Advisory Committee (BPAC). The primary mission of the BPAC is 
to provide expert scientific advice to the PDA on regulatory matters relating to the 
blood supply. For example, the BPAC is asked to evaluate the quality and sufli- 
cien^ of data which are submitted to the Agency as a basis to validate either safety 
or efficacy of a novel product which is pending licensure. Such issues typically are 
brou^t before the BPAC when there is controversy over the applicable scnentific 
standard, the interpretation of clinical trial data, or the net benefit of product ap- 
proval despite limited effectiveness or potential toxicities. Additionally, the BPAC is 
used to obtain outside scientific input into policy decisions affecting the blood sup- 
ply, to assess the importance of emerging threats and to evaluate the potential ben- 
efits of new technolopes. 

While FDA can and does seek advice from a wide range of sources, a more stand- 
ardize^ formal mechanism for seeking advice from sources outside the FDA on sen- 
sitive issues process. The Task Force concluded that there are advantages to having 
a broader range of advisory viewpoints available when issues inherently raise broad- 
er societal concerns that cannot be resolved through the evaluation of scientific data 
alone. The PHS Advisory Council on Blood Safety and Availability would provide 
a forum in which to examine the broad public health and scoietal implications of 
issues impacting on the safety and availability of the blood supply. The Task Force 
recommends inmusion of industry representatives on the Advisory Council because 
of importance of input and expertise from this sector; however, no industry rep- 
resentative would vote on particular issues in which they have a conflict of interest. 

The range of issues considered by the Advisory Council would be: implications for 
blood safe^ and availability of various economic factors affecting proauct cost and 
supply; defining societal parameters around safety of the blood supply; broad ethical 
and legal issues, including discussion of appropriate informed consent; and the set- 
ting oiglobal priorities such as allocation of research resources. 

Ine 'Task Force is aware that this recommendation may appear to add additional 
layers of complexity and bureaucracy to the blood safety program at the Depart- 
ment, however the Task Force believes it does not. The Aavisory Council would nave 
the specific charge of advising on broad societal issues affecting blood safety and 
availability, not those requiring immediate Departmental action. The Task Force 
sees an important role for providing decision-makers with broad-based consumer 
input to establish a societal context within which to consider blood safety and avail- 
ability issues. In contrast, the role of the BPAC would remain as a forum in which 
complex scientific regulatory issues could be rigorously considered, keeping decision- 
makers fully informed around developing scientific and technical matters. The Task 
Force believes the Advisory Council would be valuable in conjunction with the 
BPAC to maximize the Department’s ability to address all areas of concern in main- 
taining a safe blood supply. 

Recommendation 3: 

The federal ^yemment should consider establishing a no-fault compensation 
system for individuals who suffer adverse consequences from the use of blood 
or blood products. 

'The lOM report provided as a basis for this recommendation a concern for the 
ability of individuals to seek legal remedies due to blood shield laws. 'There are a 
wide range of legal issues involved here, such as the degree to which sufficient rem- 
edies or alternative resources are available to persons with blood-product related in- 
juries. These issues are beyond the purview and expertise of public health ofllcials 
at the Department of Health and Human Services and should be considered in a 
broader context. 

Although the lOM report did not address issues of cost and availability of care 
as the basis for a compensation proposal, the Task Force recognizes the substantial 
neeik faced by nmny mdividuals with HIV disease who are mso affected by hemo- 
philia. Both conditions are chronic, devastating illnesses requiring complex and cost- 
ly medical care over time. The availability of insurance to meet these costs is often 
predicated upon the ability to work, and many imhviduals with HIV eventually re- 
quire federal support through the Medicaid program. The Department has a number 
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of programs tainted to address this burden, such as the hemophilia treatment cen- 
ters and Ifyan White CARE Act, recognizing that resources are straining to meet 
the need. The Task Force acknowledges the important role of these programs but 
could not undertake to re-examine them in the context of this report. 

Recommendation 4: 

Other Federal agencies must understand, support, and respond to CDCs re- 
sponsibility to serve as the nation’s early warning system for threats to the 
health of the public. 

The Task Force agrees with this recommendation, and all of the HHS agencies 
understand the value and quality of CDC’s work. The key to assuring that this rec- 
ommendation is carried out is interarancy communication, so that CDC’s informa- 
tion about potential threats is widely known and understood. CDC has pursued this 
goal Iw, for example, particmating in the monthly interagency conference calls of the 
PHS mteragencv Workup Group on Blood Safety and Availability and participating 
in meetings of the FDA Blood Fixtducta Advisory Committee. CDC’s participation in 
the recommended PHS Blood Safety Committ^ would further assure that CDC’s 
views are well known to aU HHS agencies responsible for the safety of the blood 
supply. 

CDC has also developed an internal working group to address issues of blood safe- 
tv. The worki^ group ensures better coordination of the dilTerent groups at CDC 
that work on individual pathogens, by focusing attention and effort on blood safety 
issues related to these different pathogens. This group is also able to consider and 
evaluate any new or newly recognized known or potential threats. 


Recommendation 5: 

'The roS should establish a surveillance system, lodged in the CDC, that will 
detect, monitor, and warn of adverse effects in recipients of blood and blood 
products. 

'The Task Force agrees that surveillance is vital. PHS now has comprehensive sur- 
veillance systems in place, and refinements are continuing. CDC has a number of 
different systems for surveillance of current or potential threats related to trans- 
fusion of blood/blood products. These include disease-specific surveillance systems 
(e.g. hepatitis viruses and AIDS), donor-based systems (for HIV), and recipient pop- 
ulation-based systems (e.g. among hemophiliacs). Identification of previously un- 
known ngents may occur through epidemic investigations or Emerang Infection 
projects. TOe CDC routinely provides input to the FDA’s Blood Products Advisory 
Committee, affording the Committee the benefit of this surveillance expertise. 

Special studies have also been used to assess the magnitude of the insk, if any, 
for transmission of agents by blood/blood products, such as variant HIV strains, idio- 
pathic CD4+ T-lyimhocytopenia (ICU, and hepatitis C from intravenous 
imiminoglobulin (IvKj). Surveillance studies are enhanced by use of quantitative 
decision analyses which can contribute to appropriate evaluation of potential threats 
to the blood supply. In addition, applied research that enhances tne safety of the 
blood supply is conducted both at FDA and at CDC. At NIH, the Retrovirus Epide- 
miology in Donors Study plays an important role in the Department’s surveillance 
efforts. 

The Task Force notes that the success of certain components of HHS’ surveillance 
system is dependent in part upon the public health infrastructure at the state, local 
and provider level. 'This public health infrastructure for the reporting of new events 
maximizes the eflectivenesa of existing surveillance networks. 


Recommendation 6: 

Where uncertainties or countervailing public health concerns preclude com- 
pletely eliminating potential risks, the FDA should encourage, and where nec- 
essary require, the blood industiy to implement partial solutions that have little 
risk of causing harm. 

The Task Force agrees with this recommendation with reservations. FDA has al- 
ready utilized the stated principle in its decision-making since 1986. For example: 

Since 1987, FDA has approved product amendments for viral inactivation of 
clotting factor concentrates and immune globulins using solvent-deterrcnt incu- 
bation procedures despite the fact that these methods are effective only for en- 
veloped viruses, which account for all major known transmitted diseases. 

In 1990, FDA approved the first donor screening test for antibodies to hepa- 
titis C virus (HCV) despite estimates that the test could at best prevent only 
alMut 70% of non-A, non-B post-transfusion hepatitis. 

In 1992, the FDA recommended donor screening for HIV-2 despite the rarity 
of HIV-2 infections in North America. This measure was taken when the avail- 
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ability of combination HrV-l/HIV-2 antibody tests made it possible to provide 
a preventive measure of uncertain benefit without the addition of risk. 

The Task Force notes, with reservation, that risk analyses are not always pos- 
sible, because of missing data or a lack of complete scientific understanding. It may 
be extremely difiicult to develop a quantitative assessment of low risks. Also, it is 
not always possible to assure lack of narm from any intervention, and it can be dan- 
gerous to presume absence of harm where data are lacking. 

Recommendation 7: 

The FDA should periodically review important decisions that it made when 
it was uncertain about the value of key decision variables. 

The Task Force agrees with this recommendation. FDA has implemented such 
periodic review for numerous decisions made since 1986. For example: 

FDA has recently reexamined the question whether to screen the blood supply 
for HFV-l anti«n. A decision against such screening was made in 1989 when 
the available data showed a lack of efilcacy. BaseJ on new information, the 
issue was brought to public discussion again in 1995. On the basis of this dis- 
cussion, FDA now has decided to recommend donor screening for HIV-l anti- 
gen, once the test becomes available for blood screening. 

A test for antibodies to HIV-2 was first approved in 1990, but was not rec- 
ommended for use in donor screening due to the rarity of HIV-2 infections in 
North America and the predicted negative impacts of adding a donor screening 
test. This decision was reexamined in 1991 a^r combination tests for HIV-l/ 
HIV-2 antibodies, as well as results of additional surveillance studies, became 
available. 

In 1978 an FDA Advisory Panel recommended discontinuation of the donor 
screening test for syphilis. FDA was about to publish a proposed rule to dis- 
continue the test in 1985. This action was reconsidered in face of the AIDS epi- 
demic, and the teat was retained as a surrogate marker for risk of sexually 
transmitted diseases, including AIDS. The latter decision is now being reexam- 
ined. 

Recommendation 8: 

Because regulators must rely heavily on the performance of the industry to 
accomplish blood safety goals, the FDA must articulate its requests or require- 
ments in forms that are understandable and implementable by regulated enti- 
ties. In particular, when issuing instructions to regulated entities, the FDA 
should specify clearly whether it is demanding specific compliance with legal re- 
quirements or is merely providing advice for careful consideration. 

The Task Force agrees that FDA’s communications should be clear, and believes 
that FDA has made many improvements in this regard since 1986. For example, 
FDA has increased its use of Advisory Committees, public meetings and workshops 
as means to communicate its expectations through public discussion, and has issued 
increasingly specific guidance to regulated industiy through Guidelines, Points to 
Consider and Recommendations. In addition, FDA has made increasing use of com- 
pliance policy guidance documents to clarify its positions on enforcement. Guidance 
documents are used to provide clarification and education but are not legally bind- 
ing on either the industiy or the agency. 

Under existing authorities, FDA can promulgate regulations either through notice 
and comment rulemaking or directly under its emergency authorities should an ur- 
gent public health need exist. Alternatively, FDA may issue guidance documents as 
a vehicle of rapid communication. As long as guidance documents are treated as 
non-binding, the federal Administrative Procedures Act does not require notice-and- 
comment rulemaking. FDA uses these alternative approaches as appropriate. 

In the past, FDA communication to the blood industry has often taken the form 
of recoi^endations, rather than reflations, in part because of the length of the 
regulations development process and the resources required. It is also impractical 
for FDA to rely on its emergency rulemaking authorities routinely. The Task Force 
is aware of concerns within the blood products industiy regarding FDA guidance is- 
sued outside of the rulemaking process. Industry views the rulemaking process as 
a comprehensive one with clear parameters for evaluation. One area for further con- 
sideration is whether the rule-making process could be expedited to allow more 
timely, formal FDA guidance on blood safety issues. 

FDA will continue to strive to communicate the most recent information available, 
in the clearest manner possible, and specifically identify those requirements that 
are binding. Where the agency does not engage in formal rulemaking, the FDA will 
remain mindfiil of the need for public discussion and input. 
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Recommendation 9: 

The FDA should ensure that the competition of the Blood Products Advisoiv 
Committee reflects a proper balance between members who are connected witn 
the blood and blood products industry and members who are independent of in- 
dustry. 

The Task Force agrees with this recommendation, and notes that FDA has been 
attentive in recent years to the issue of representation on its advisory committees. 
Responding in p^ to an earlier lOM report, FDA restructured the Blood Products 
Advisory Committee in 1994, expanding consumer representation through voting 
consultants. This status was reserved by FDA for individuals who bring speciflc ex- 
pertise on an issue and who have no conflict of interest bearing on the issue under 
consideration. In 1995, the charter was revised to expand the possibilitv for voting 
representatives with consumer interests. Also, in 1995, FDA removed aavisoiy com- 
nuttee members with any appearance of a conflict of interest, except for a single, 
designated, non-voting indust^ representative. The scientiflc expertise and input of 
industry are available to BPAC throu^ invitations to industry representatives to 
participate as non-votir^ consultants on an ad hoc basis, and through industry par- 
tii^ation in Open Public Hearings at all BPAC meetings. 

The Task Force reviewed criticism of blood industry organizations that there is 
now insuflicient technical expertise on the BPAC. 

While FDA is considering changes in this regard, the Task Force believes that 
BPAC can fulfill its obligations in its current format, using industry consultants 
where necessarv. Whereas the role of industry in voting on BPAC proceedings has 
been eliminated as a result of reforms, industry input in terms of scientiflc data and 
expertise must remain strong. 

Recommendation 10: 

The FDA should tell its advisory committees what it expects from them and 
should independently evaluate their agendas and their performance. 

The Task Force agrees with this recommendation, and notes that FDA, not BPAC 
itself, provides the agendas for discussion at the meetings. The Task Force believes 
that PDA currently manages the Blood Products Advisory Committee well and com- 
municates expectations clearly. In particular; 

FDA routinely provides members of the Advisory Committee with a summary 
of each issue to be discussed at the upcoming meeting, including all relevant 
publications and summaries of presentations. Additionally, FDA provides its 
own analysis of each issue, its policy position, and a set of options an^or ques- 
tions for committee consideration. FDA formats such discussion items in a man- 
ner likely to sharpen the committee focus, such as by asking “^s or no” cpies- 
tions on critical points affecting FDA decisions. 

FDA evaluates its committee members first through a selection process, and 
then throu^ a review of their performance at the time of renewal of appoint- 
ment. FDA considers such factors as participation in the meetings, contribution 
to the discussion of issues and other engagement with the business of the Agen- 
cy, such as service on site visit teams. 

Recommendation 11: 

The PBS should develop reliable sources for the information that it needs to 
make decisions about the blood supply. The PBS should have its own capacity 
to analyze this information and to predict the effects of regulatory decisions. 

The Task Force agrees with the premise of this recommendation, but l^lieves that 
additional study is necessary to determine whether, or to what degree, it is feasible 
to implement. Althou^ FDA gathers and analyzes data as needed to enhance deci- 
sion making, ^e agency still lacks independent information in certain key areas 
bearing on pr^uct supply, ^stribution and cost which may affect the safety, effi- 
cacy or availability of products. The availability of such information to FDA and the 
rest of PHS would enhance decision making in the realm of blood safety. However, 
new data collection could be expensive and mflicult for HHS. 

One option to obtain this information would be through expanded PHS authority 
to access data, or throu^ adchtional record keeping requirements. Another alter- 
native would ^ to leave data collection on economic aspects of the blood industry 
to outside organizations, with TOS participation in the analysis and interpretation 
of such data. A third option is to rely on voluntaiy reporting of data by industry. 
A fourth option is for uie Secretary to ask the Oflice of the Inspertor General to 
do compliance audits to determine the accuracy or the data provided to FDA. 

CDC has expressed interest in collaborating with FDA to assess the feasibility of 
implementing this recommendation. Such an assessment will continue over the neid 
six months, and will include an evaluation of benefits to be obtained through addi- 
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tional information collection, weighed arainst the burdens and coats such activity 
would impose upon HHS and upon the bl^d industry. 

Recommendation 12: 

When faced with a decision in which all options carry risk, especially if the 
amount of risk is uncertain, physicians and patients should take extra care to 
discuss a wide range of options. 

The Task Force agrees, and believes that the level of informed discussion occur- 
ring between doctors and patients has risen since the early 1980s. 

Recommendation 13: 

The Department of Health and Human Services should convene a expert 
panel to inform the providers of care and the public about the risks associated 
with blood and blood products, about alternatives to using them, and about 
treatments that have the support of the scientific record. 

While a standing expert panel mi^t not be the most effective means available, 
the Task Force agrees that this type of clinically useful information should be com- 
municated as it becomes available. As issues of importance arise, the PHS Blood 
Safety Committee and the Advisory Council on Blood Safety and Availability will 
evaluate the government’s communication efforts, including the activities of the 
Agency for Health Care Policy and Research and its clinical guidelines program, to 
determine what additional efforts are needed. 

Recommendation 14: 

Voluntary organizations that make recommendations about using commercial 
products must avoid conflicts of interest, maintain independent judgment, and 
otherwise act so as to earn the confidence of the public and patients. 

The Task Force agrees with the premise of this recommendation. 

Mr. Shays. Madame Secretary, I thank you for your very 
thoughtful testimony. And pven the importance of it, I am happy 
that it was given in its entirety. My questions can be directed to 
you as well as Dr. Lee. 

First off, in your opening statement, you said we had one of the 
best, safest, blood supplies. Do you think it used to be the safest 
and now is one of the safest, or should I read anything into that? 

Ms. Shalala. No, you shouldn’t read anything into it. The blood 
supply is as safe as the donors that give blood. And there are, in 
fact, Scandinavian countries that are considered stronger, not be- 
cause they have a better oversight system but because of the na- 
ture of their donors in terms of the homogeneity of their donors. 
But in terms of the kind of safety and precautions that we have 
put in place. 

Mr. Shays. Our process can match any process around the 
world? 

Ms. Shaiala. Yes. 

Mr. Shays. My sense is as I have been trying to understand this 
issue better, that the same kind of challenge that we faced in the 
early 1980’s with HIV and the introduction of this dreaded disease, 
we could potentially end up with diseases that we have no concept 
of now that could match HIV in terms of its impact on society. 

And is this the result of what. Doctor? I mean, why is this the 
case? I mean, is it the interaction that exists in our world? And, 
first off, one, is it true and, second, why? 

Dr. Lee. Well, I would say definitely it is true. And with the 
newly emerging infections, and HIV was just one of those, we saw 
subsequent to that the Hontavirus outbreak in Arizona with very 
quick response from CDC, which really cut it off. 

But we are at risk because of the global nature now of our trans- 
portation. We have got people moving globally constantly. An infec- 
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tion developing — the example of the Ebola Virus outbreak in Afri- 
ca. Again, with CDC and WHO intervention, promptly controlled. 

But we can expect, I think, and we must be prepared to antici- 
pate, the emergence of new virus infections. Eternal vigilance is ab- 
solutely essential in this case, and that is one of the reasons that 
CDC and NIH both and the FDA are all working very aggressively 
in the area of newly emerging infections. 

Ms. Shalala. Mr. Chairman, if I might add, in our budgets we 
have tried to ask for new investments in these units that are relat- 
ed to emerging diseases. 

And Dr. Lee and I have a particular concern about, if I might go 
to another area, about the debate about international organizations 
and the funding of the World Health Organization in particular be- 
cause they are, in fact, our international partners. 

And unless the World Health Organization has its funding on 
these emergency diseases, the rest of the world is totally dependent 
on the Centers for Disease Control. We need these international in- 
vestments. And that is a perfect example of something that may 
have an impact on U.S. health. 

Mr. Shays. I have no problem with you going into a little more 
depth on that. Is your concern that we, in fact, aren’t providing our 
fair share to the World Health Organization? 

Ms. Shalala. No, I’m concerned because we are cutting back on 
the investments in international organizations with all the debate 
about the U.N. And I hope that people remember that some of 
these organizations, like the World Health Organization, are part 
of this international partnership. 

I will be going to Africa to take a look at both the emerging dis- 
eases issue, as well as the AIDS issue, in December, first with the 
Vice President and then on my own. 

But we have to make sure that we maintain this country’s lead- 
ership capacity at the CDC, at the National Institutes of Health, 
as well as our partnership with organizations like the World 
Health Organization which has the strong lead around the world 
on these emerging diseases, both from a research point of view, as 
well as these quick response teams that get out there. I hope that 
as we see these issues as an international issue, not simply an 
American issue. 

Mr. Shays, Your point is well taken. I think your point is abso- 
lutely right on target. Let me just respond to your proposal. 

The first basic point that I am hearing you say in your testimony 
is that there was almost a belligerence on the part of the govern- 
ment to respond to the contamination of our blood supply. And you 
are raising — making sure that you have — that we respond by en- 
suring that there be someone at the highest level to monitor this 
and to organize it, and also in terms of your committee. 

But let me just ask you this, and then I will get in more detail. 
First, it was the belligerence of our government to respond quick- 
ly — the people in power, political leaders and so on, well before 
your time. And, second, that we failed to get information out to the 
public. 

Were those the only two basic challenges that you saw, because 
that is what I am reading in your testimony? 
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Ms. Shalala. Well, in my testimony I also point out that for a 
whole group of people, hemophiliacs for example, a challenge that 
would reduce their access to blood, to blood supplies which ex- 
tended their life, also led to the complexity of the issue. 

It is clear cut from the point of view that we know that people 
did not make quick, effective decisions looking backwards, but it 
was a tremendously complicated debate. And it wasn’t just the gov- 
ernment. It was the oversight, obviously, during that period. So it 
was really all of us. 

What we are trying to do is to put a system in place in which 
it can no longer be hidden in which one part of HHS will not be 
a voice in the wilderness about something emerging, in which they 
will have not only a seat at the table but will force the decision- 
making and at the highest levels of the Department. 

But in the end, unless you have tough, courageous people in 
these positions — and let me point out, Mr. Chairman, I was never 
asked about the Nation’s blood supply at my own confirmation 
hearing. If this is so important to us, if we need to raise this to 
this level, every Secretary of HHS ought to be asked about how 
they would make decisions, how they think about these issues 
about the blood supply, about emerging diseases because, in fact, 
this is not something one can push off on State government in 
which there is shared responsibility. 

Dr. Lee. Also, just one added point, Mr. Chairman. 'The level of 
scientific uncertainty in the early and mid-1980’s was very great. 
There was disagreement among the scientists and the physicians 
on a number of these issues. And that same problem we face today. 
I meam, the scientific uncertainty. 

I think in moving to organize the approach as the Secretary has, 
we are trying to diminish that to the maximum extent possible and 
keep the process, as she points out, as open as possible. 

Mr. Shays. From your statement, the Assistant Secretary of 
Health will be the Department’s Blood Safety Director, and then 
you have reorganized the FDA’s Blood Products Advisory Commit- 
tee. 

Ms. Shalala. Yes. 

Mr. Shays. Just explain before I go to you, Mr. Chrysler, how 
your statement that the Blood Safety Director and the committee 
will not supersede the authority of the FDA. Explain the signifi- 
cance of that statement, if you will. 

Ms. Shalala. Well, the FDA has the regulatory authority as an 
independent regulatory agency. That does not mean that the FDA 
Commissioner doesn’t report to the Secretary, but just that we are 
protecting the independence of the regulatory authority of the FDA. 

Mr. Shays. Fine, thank you. 

Ms. Shalala. But those regulations, as you know, must go to the 
Secretary for si^ature and to the Office of Management and Budg- 
et at the same time. But we need to preserve a regulatory agency 
at the same time. 

Mr. Shays. 'Thank you. Actually, Mr. Green, if you don’t mind, 
I will go to Mr. Chrysler and then we will go to you. 

Mr. Chrysler. 
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Mr. Chrysler. Thank you. Mrs. Shalala, how will the National 
Advisory Council avoid duplication of the role of the Blood Products 
Advisory Committee? 

Ms. Shalala. Let me have Phil sort that out. 

Dr. Lee. The BPAC, or the Blood Products Advisory Committee, 
will focus on the scientific and technical issues that relate specifi- 
cally to FDA regulations. The Advisory Council, which is dealing 
with both blood safety and availability, will look at the broader eth- 
ical issues. 

As the Secretary pointed out, there are legal questions, some 
raised in the lOM report. They are broader issues of social policy 
that they will address. They may relate to, for example, the CDC 
surveillance activities or the NIH research activities — are we in- 
vesting sufficiently in those areas — as well as looking at the proc- 
ess for regulation. But the Advisory Council will not deal with the 
technical and scientific issues directly affecting FDA regulation. 

Ms. Shalala. Congressman Chrysler, one of the things that the 
lOM review made very clear is that there was lots of advice to the 
Department, but it was too fragmented. FDA needed a certain kind 
of technical advice and that we needed a broader committee with 
outside representation, in addition to getting the coordination done 
within the Department. And that is flie recommendation that we 
responded to. 

Mr. Chrysler. Do you support the compensation for the victims? 

Ms. Shalala. IOM didn’t really take tnat up, and we have not 
reviewed that issue. I know there is some interest in Congress and 
we would be pleased to have further conversations, but we have not 
gone through a review on that issue. 

Mr. Chrysler. Thank you. 

Mr. Shays. Mr. Green. 

Mr. Green. Thank you, Mr. Chairman. And I will submit a state- 
ment for the record, but I want to thank the chairman for calling 
the hearing because this is an issue that, like our Secretary said, 
you weren’t asked at your confirmation hearings, but it is of great 
concern to all of our constituents. And it may not be on the top 
level. Obviously, Medicare, Medicaid, and lots of other issues are, 
but this is one that everybody is concerned about. 

One of the interesting things I noticed was the committee, the 
Blood Product Advisory Committee, considered approval of the HIV 
antigen testing, but then they recommended against that screening 
despite a unanimous finding that the tests were effective. Osten- 
sibly, this recommendation was made because of the concern over 
the cost of the test, even with that unanimous finding. 

Is it within the BPAC’s discretion to take cost considerations into 
account when making those recommendations, and how frequently 
do cost considerations influence approval of testing procedures that 
would improve the blood safety? 

Ms. Shalala. There is no statutory requirement to consider cost- 
effectiveness of products or methods designed to safeguard blood; 
however, the FDA is responsible for insuring the availability as 
well as the safety of blood and blood products. 

And they think, and we do, that it is appropriate to consider cost 
only when it may impact on availability. In the case of the HIV 
antigen test, FDA did not accept the Advisory Committee’s rec- 
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ommendation and approve use of the test. This is another example 
of a controversial matter that will, in the future, be brought before 
the Department’s Blood Safety Committee. 

Now, I don’t know whether Phil wants to add anything. 

Dr. Lee. No, I think that is just basically the issue. And in an 
open discussion, the committee can take up a lot of considerations, 
llie Commissioner in his decision looked at safety and effective- 
ness, and that was the basis for the Commissioner’s decision. 

And, yet, in a discussion, the committee could consider that. But 
when the decision was made by the Commissioner it was safety 
and effectiveness, which is the legislation that governs the FDA’s 
Commissioner’s decisions. 

Mr. Green. Did the committee find that the tests were effective? 

Dr. Lee. Absolutely. 

Mr. Green. And the Commissioner found that, but still the Com- 
missioner made the decision not to require it? 

Dr. Lee. The Commissioner is requiring it. 'The Commissioner, of 
course, did not accept the committee’s recommendations. He has re- 
quired it and there is one test that has been developed and another 
that is under the development for HIV antigen. 

Mr. Green. The committee recommended against the screening 
and the Commissioner decided to start it? 

Dr. Lee. Correct. 

Mr. Green. The Institute of Medicine reports and suggests that 
political hostility earlier in the last decade may have slowed the re- 
sponse of Federal agencies to HIV threat in the blood supply. And 
you mentioned some, and my colleague mentioned some, of the 
tragedies that occurred. And many consumer blood products be- 
came infected then. 

The blood safety is a fundamental and apolitical issue. It’s a 
human issue. What measures do we propose, or do you propose, for 
depoliticizing the decisionmaking process? Again, whether it’s HIV 
or some other disease that may become a political issue, it is still 
a disease and it strikes people no matter whether they are a Demo- 
crat or Republican or Independent. 

Ms. Shalala. I hope we have learned a lesson from HIV. Obvi- 
ously, the issue of sexual orientation entered into the reluctance of 
officials and everybody else to act quickly. It is clear that the his- 
tory is a sorry history that we do not want to repeat. 

)^at we have clearly done is to elevate the importance of the de- 
cisions to put the top public health officials in the country, many 
of whom may or may not be political appointees at the time. 

And, hopefully, we will leam from that history that diseases 
don’t belong to one group, as Congressman Towns so eloquently 
pointed out. They don’t know what party you are in or what your 
age is, what your economic CTOup is. They may start off with one 
group, but they end up for all of us. And that we can simply never 
let this happen again in this country, or anyplace else in the world, 
I should point out. 

Mr. Green. 'Thank you, Madame. Thank you, Mr. Chairman. 

Mr. Shays. I thank the gentleman. Mr. Souder. 

Mr. Souder. Pardon me, Madame Secretary, but I am confused 
a little on this safety-availability question. Could you and Dr. Lee 
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clarify that a little bit what you mean by that tradeoff between 
safety and availability that you don’t want to have it just be safety? 

Dr. Lee. Let me just say a word about that. If you had a test, 
for example, that would be very, very expensive for blood banks 
that might diminish the availability, or let’s say you instituted 
some type of donor screening that would limit the availability of 
donors, you could reduce the availabiliW of the blood supply. 

Ms. Shalala. And create another safety problem. 

Dr. Lee. To such an extent that you would not have enoi^h 
blood when you needed it. And that is the issue about availability. 

I mean, that is so that it isn’t just the safety of the individual unit, 
but we have to have enough blood — we have to have enough Factor 
VIII — available. 

Mr. SouDER. And I understand that. I had another question, but 
let me ask — that I was going to ask. Are you saying if this test 
screens out blood that is unsafe, is that what it does? 

Dr. Lee. No, I’m talking about if you have something that is very 
costly or if you have something that eliminates — for example, we 
are looking at certain diseases. And you eliminate those donors 
with those diseases, even though it hasn’t been proven that that 
disease is transmitted through tne blood supply. 

Mr. Souder. So we’re talking a level of risk that may not exist. 

Dr. Lee. Exactly right, yes. And that is why the Advisory Council 
will be looking at the safety and availability issues. 

Mr. Souder. So, in effect, you are saying that where the avail- 
ability — I understand. And the question I was going to ask was di- 
rectly related to that. 

In other words, we always hear of the blood drives and the short- 
age of, in general, blood. And how much pressure is an increasing 
number of diseases, the number of the better screening tests we 
get, putting pressure on the blood supply itself? 

And then that kind of backs into this other question of what is 
the acceptable level of risk and the precise testing, and how do we 
reassure people who are getting blood that it is safe and what that 
level of risk is in a society where there is no interest in really sci- 
entihc data. They are willing to be scared on almost any allegation 
that is flying around. 

I mean, it has been helpful and not helpful at the same time to 
have movies like Outbreak and the books that are going around, 
because just like we are dealing in environmental issues that we 
are not a very scientific-orientea society right now. We are a very 
emotional society. 

And this is a very — what you are saying here is that, on the one 
hand, you have availability and you are willing to take a certain 
level of risk in that blood supply because you have to have this 
much blood. 

How great is the pressure on the blood supply? 

Dr. filE. Well, it’s also why it is important to try to increase the 
number of donors. I mean, we have a relatively small percentage 
of the population who are donors and they are re^lar donors. And 
if we could double the percentage we would then nave a much bet- 
ter assurance with respect to the availability. 

And so we have a job to do in educating the public. Many people 
think that they could get AIDS by donating blood. Of course, that 
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is not true at all. So we have a tremendous educational job to do 
with respect to the importance of donation. 

Of course, the Red Cross has done a tremendous job in that area 
getting volunteers, as have other blood banks, so that the donor 
side of it is critically important. Educating potential donors and en- 
couraging people to donate is very, very important. 

Ms. Shalala. Congressman Souder, Dr. Lee is referring to the 
fact that I have been chairing the Federal Employees Blo^ Drive 
to try to get the number of Federal employees to give regularly. If 
we can get that base, it would have a tremendous effect on the 
blood supply actually in the country. 

So we are targeting specific groups — the military, civilisin Fed- 
eral employees — ^to see if we can get regular donors up. We’ll take 
blood from any Congress person that would like to donate. 

Mr. Souder. We’re giving a lot already politically. 

Staying away from the HIV virus, I don’t even mean to get into 
this at all, but I would assume that the same pattern is true of al- 
most any disease and the safety-availability question that there 
would always — ^how do you stay away from political pressures, par- 
ticularly when you are just learning the risk variables that a group 
may be afraid that if they are labeled as unsafe to the blood supply 
it could have connotations on what kind of friendships, who is wel- 
come, what kind of scare tactics? 

And could not political pressures, in fact, affect a decision like 
this when safety factors could suggest something else? 

Ms. Shalala. I think the best way to answer that is that you 
start with the science. The best way of protecting the Nation’s pub- 
lic health is to start with the best scientific advice you can possibly 
get and the best public health advice. 

And it has got to be nonpartisan advice because a Secretary— es- 
sentially, you are asking me and Dr. Lee how we make these judg- 
ments. And we have to bemn with our ultimate responsibility, 
which is to no political party but to the Nation’s health. 

And our job is to get the best scientific advice we possibly can. 
If that advice also leads to the point Dr. Lee was making, that if 
someone came up with a test that would take care of a certain dis- 
ease but destroy the blood supply, then we would have that discus- 
sion. But we have not had that in that sort of way, but certainly 
at the margins that is the kind of decision. 

We start by getting the best scientific evidence, the best public 
health evidence, and doing it as publicly as we possibly can so that 
the American people come along with us as part of the discussion. 
And it is elevated to the highest levels of the Department so that 
what you don’t get is turf fighting between agencies over even the 
science. 

Dr. Lee. I think the point that she made earlier about it has to 
be nonpartisan or bipartisan. This is not a partisan issue at all. It 
may be political in some sense. But if it is bipartisan or non- 
partisan we avoid, I think, some of the problems that arose in the 
past. 

Mr. Souder. Thank you very much. 

Mr. Shays. I know Mr. Chrysler has another question. I do, as 
well. Do you have another question before the Secretary leaves? 

Mr. Green. No, thank you. 
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Mr. Shays. If I could, I just want to — Mr. Chrysler, why don’t 
you ask your question, then I will ask mine. 

Mr. Chrysler. 'Thank you, Mr. Chairman. I just wanted to follow 
up with what Congressman Souder was asking. In this sound 
science concept, would that include recommending a reinfiision of 
communitY physicians into the management of what is considered 
the blood bank industry? 

Dr. Lee. I think in terms of the management, one of the things 
that has caused some controversy recently has been our work with 
the Red Cross with respect to — and they have made m^jor invest- 
ments in improving their whole systems. And that has led to a 
more centralized approach by the Red Cross, which some of the 
local blood banks which have been affiliated with the Red Cross 
have been objecting to. 

Now, the involvement csf physicians is, in my view, critical in 
terms of local blood banks and also the process used by the Na- 
tional Red Cross. Exactly how that should be done, I think in the 
case of the Red Cross — which is about half of all the blood that is 
collected in the United States is done through Red Cross pro- 
grams — that is really a decision for the leadership of the Red Cross 
to make. 

Certainly, I would say that the leadership there has been out- 
standing in terms of what they have done over the last few years 
to give us greater assurance with respect to safety in the invest- 
ments they have made, but I think it does cause them conflicts 
when you have had to centralize some of those processes to have 
the assurance that the blood supply is safe and the procedures are 
being followed in the appropriate way. 

Ms. Shalala. I think. Congressman Chrysler, Mrs. Dole, the 
president of the Red Cross, has made an extraordinary effort to up- 
grade the quality of management and of blood safety procedures, 
and in the process of setting higher standards. There may have 
been some conflict with some local communities. You have heard 
Dr. Lee and my attitudes about that. 

But I can’t say enough good about what the Red Cross has done. 
'They have made a huge investment in improving the quality of 
their own oversight and of the blood supply. And it has been par- 
ticularly Mrs. Dme’s leadership and she has been very tough-mind- 
ed about raising the standards. 

Mr. Chrysler. Do you think, though, that centralization of the 
blood processing and the restrictive and sometimes inflexible regu- 
lations implemented by the FDA have the potential to destroy the 
system? 

Ms. Shalala. I can’t answer the question as it is asked. What 
we have obviously been doing, both the Red Cross and the Depart- 
ment, is to raise and improve the standards so that no matter 
where you get blood in the United States the quality, the oversight, 
does not change. 

I can imagine, knowing what I know about how difficult it is to 
run large complex organizations in which you are trying to get that 
kind of evenness. The only thing I would suggest to you is tJiis is 
one area where you probably want us to be a little more rigid, a 
little more tough-minded, so that the quality of the blood supply in 
each part of the country is the same. 
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I think in terms of the management of the Red Cross, Mrs. Dole’s 
effort has been to change the fundamental culture of that manage- 
ment so there is more accountability. And I would not describe that 
as more rigidly hierarchal, as opposed to spreading accountability 
throughout the system. So we have been partners in this effort and 
I am totally supportive of the steps that she has taken to do that. 

Mr. Shays. If I could, I would like to ask this before you leave, 
and if you don’t have the answer now I certainly understand. First, 
Dr. Lee, I want to make sure I am accurate on this. And I am ask- 
ing this in response to testimony that is going to follow your testi- 
mony. 

It is estimated between 100,000 to 200,000 people were infected 
with Hepatitis C virus prior to the licensing of the screening test 
in 1990. I get a little uneasy when I hear an estimate of 100,000 
to 200,000 who are now presently unaware of their infection. 

And I want to know if that is a legitimate statement, 100,000 to 

200.000 people infected with Hepatitis C. 

Dr. Lee. I think that is probably accurate. We can give it to you 
for the record from CDC, but I would say that it is rough estimate, 
yes. 

Mr. Shays. OK Now, the FDA’s Blood Products Advisory Com- 
mittee considered no notification issue seven times since 1989. Like 
in the case of HIV, we had Surgeon General Koop in 1985, say to 
those who had had blood transfusions that they needed to be tested 
for HIV. 

And I guess the issue is, Madame Secretary, in light of I think 
your very important statement that, one, you needed to have the 
Assistant Secretary be in charge of this and you have a committee 
formed, the second was the whole issue of notification, I would 
want to know what criteria for HHS is — ^your mandated lookback 
procedures in public health notifications? 

And I want to know how it would apply in this instance and 
whether you all would review whether or not those prior to 1990 
shouldn’t, in fact, be told that they should be tested for Hepatitis 
C. 

Dr. Lee. We will actually review that again. As you know, the 
CDC and FDA have both reviewed that on more than one occasion. 
And our Blood Safety Committee, which I would chair with the 
Commissioner, with the Director of NIH, and with the Director of 
CDC, will review that issue. But that is the kind of issue that has 
to be addressed at that level. 

Mr. Shays. Let me ask you though, this is an infectious disease. 
I mean, it can be transmitted to partners so if, in fact, we have 

100.000 to 200,000 people who have Hepatitis C, shouldn’t they be 
told about it and told to test for it to see if they, in fact, are one 
of those individuals? 

Dr. Lee. Well, I think there is, again, a difference of view about 
that. And, again, the CDC has reviewed this. FDA has reviewed 
that. The decision has been made up to now not to do that lookback 
but, again, I think that is the kind of issue that needs to be re- 
viewed:. 

Mr. Shays. Could I put that first on your list? 

Dr. Lee. Absolutely. 

Mr. Shays. I think that would be helpful. 
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Ms. Shalala. Fair enough. 

Mr. Shays. Thank you. We really appreciate your testimony and 
your statement and the answers to our questions. 

Ms. Shalala. Thank you. 

Dr. Lee. Do you want me to stick around? 

Mr. Shays. You know what, Dr. Lee, I think we are all set. I 
think that you have been very helpful to us and we are ready to 
proceed to our next panel. 

But before I ask that next panel, we have our colleague, Mr. Por- 
ter Goss, who has been very interested in this issue, and I welcome 
him. 

Is this for the purpose of an introduction primarily or a state- 
ment for the record? Just so you know, we would be happy to have 
you make that statement. No objection from our members. I would 
just need to tell you we will swear you in like all other members. 

[Witness sworn.] 

Mr. Shays. Thank you. It is nice to have you here, and we wel- 
come your statement. 

Mr. Goss. Thank you, Mr. Chairman. Recognizing that I am 
under oath, I will tell you that I also am vei7 glad that I am here. 
And that is heartfelt. I am delighted that this subcommittee is tak- 
ing this step. 

This has been a project of great concern for many years and this 
is a very positive step you are taking, and so I am thrilled. I apolo- 
gize for being a little breathless getting here. I had another con- 
flict. But this matters. 

I would like to submit my prepared statement for the record, if 
I may? 

Mr. Shays. Sure. 

Mr. Goss. And I will abbreviate very quickly because I know that 
you have others here. 

Mr. Shays. You don’t need to speak quickly though. You can 
speak at regular pace. 

Mr. Goss. Thank you very much, sir. This started some time ago 
for me when I found out, to my dismay, that there were an awfol 
lot of victims out there who were going around, because they had 
relied on the U.S. Government to do its job in a way to protect 
what, in fact, was the Nation’s blood supply, and that there was 
a failure; and that there were some terrible, terrible consequences 
to that failure. 

I looked into some of the people who are part of that failure, and 
it is impossible not to be moved by their stop^ or their plight. So 
I went back to see if there was any wrongdoing or what could we 
have done better. Was this just an accident? Was it circumstances 
recognizing that there are bad things in the world, and is this just 
one of those? 

With the help of Senator Kennedy and Senator Bob Graham of 
Florida, we asked for some assistance from the administration. And 
the end result was we got a good response. And I am sorry I wasn’t 
here to hear all that Secretary Shalala had to say. 

They have made some changes, I know, as a result of what hap- 
pened, based on the report from lOM, which is available to you. I 
believe that Secretary Shalala has spoken properly about looking 
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forward to making sure this never happens again and so forth. 
That is a very responsible position to take. 

But it does not remove the fact that there are a bunch of victims 
out there, and it does not remove the fact that maybe we o^ht to 
try and fimre out some way to help some of those people. This is 
not a small group. This is about 8,000 people who, through no fault 
of their own and through reliance on the process, on the system, 
and on the people who were paid to do the job right, became vic- 
tims in the worst possible way. 

Mr. Shays. Would you also include the 20,000 others who are not 
hemophiliacs as well? 

Mr. Goss. Of course I would. I have not gone into that into the 
same degree. Part of this has to do with the fact that this is some- 
what constituent-driven in my own district. 

We had an unfortunate situation where we had three victims, 
three young children, who became HIV infected. They were hemo- 
philiacs. And the community where they lived in Florida, sadly, did 
not understand the implications of that or understand much about 
AIDS, and they burned them out. 

I am happy to say that another nearby community in Florida, 
which is in my district, welcomed them with open arms and helped 
that family. Ajid that is how I first got into this. 

I have since discovered that there are people all over this country 
writing letters saying please give us some help, please give us some 
relief. 

There are two things we have done in terms of positive legisla- 
tion, to summarize this. One is the Advisory Committee, to try and 
rearrange what was clearly a conflict of interest, a too-close-for- 
comfort situation, between the people who were making the deci- 
sions about protecting the blood supply and the people who were 
producing the products that were being used. That was just crying 
for attention. It was an accident waiting to happen, and it Hap- 
pened. 

The second area — and I understand that Secretary Shalala testi- 
fied to some of the things that she has done to accommodate that 
problem — and I think that is a very positive step. 

The second is a piece of legislation that we call the Ricky Ray 
Hemophilia Relief Fund Act, which is named after one of the young 
gentlemen who was an innocent victim. This is a 15 year-old Flor- 
ida boy who got the disease well before he was 15, and I watched 
him disappear. It was not a happy process. 

His family has been very involved. And what we have worked out 
is to try and find a compensatory fund, some relief for these fami- 
lies, because it turns out that there is not only a tremendous pain 
and suffering involved; there is an additional cost. 

It is a practical thing. This will never make up for what these 
people have suffered, but it will begin to help them a little bit. And 
it is a recognition that we failed in our responsibility as the U.S. 
Government. That is the essence of it. 

I would be happy to respond to any questions. We have many co- 
sponsors, including you, as you know, and I am very thankful for 
that kind of leadership and support. 

[The prepared statement of Hon. Porter Goss, and the April 27, 
1993, letter to and response from Ms. Shalala follow:] 
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Prepared Statement of Hon. Porter Goss, a Representative in Congress 
From the State of Florida 

Mr. Chairman: thank you for this opportunity to discuss my concerns about blood 
and blood product safety and the wore that my staff and I have done in this area 
over the past 7 years. 

As you may know, I have been working with a community of individuals — many 
of them children — who suffer from hemophilia-associated aids as a direct result of 
their use of contaminated blood products during the 1980’s. The hemophilia commu- 
nity in the United States has been devastated by this tragedy — with approximately 
8,000 people (or half the hemophilia population) afflicted by this terriole disease. 
They are dying at a rate of one each day. 

Since coming to Congress I have come to know the families of many victims of 
this medical disaster — and have come to believe that the Federal Government has 
an obligation to assist them. In my view, the unique status blood products have en- 
myed within the regulatory and legal framework, established and maintained by the 
Federal Government, makes this a unicme situation that demands our attention. 

In 1993, IJoined with Senators Bob Graham and Ted Kennedy in asking the Sec- 
retary of HHS to review the events of the 1980’8 to understand how such a tragedy 
could have happened. In response. Secretary Shalala commissioned a study by the 
Institute of Medicine at the National Academy of Science. 

Alter nearly two years, in July 1996 the distinguished panel of experts at lOM 
released its report, entitled “HIV and the Blood Supply: An Analysis of Crisis Deci- 
sionmaking.” 

The lOM report catalogues a series of missed opportunities and failures of institu- 
tional leaderemp-^pointing to the multi-faceted network of organizations (public and 
private) and individuals that share responsibilitv for protecting the safety of the Na- 
tion’s supply of blood, and specifically blood proaucts. 

The KjM levelled strong criticism against the Federal Government — ^underscoring 
that Federal authorities “consistently chose the least aggressive option that was jus- 
tifiable” and that the FDA “did not adequately use its regulatory authority and 
therefore missed opportunities to protect the public health.” 

The lOM also raised serious concerns about the make-up of the advisory panel 
upon which the FDA relied to make decisions concerning blood and blood product 
s&ety — ^the blood products advisory committee, better known as the BPAC. ^e re- 
port states that ‘rhe prominence of representatives from blood banks and blood 
products manufacturers on the BPAC, with no balancing influence from consumers 
and no process within the FDA to evaluate its recommendations, is a failure of advi- 
sory committee management.” 

The lOM panel mane a series of recommendations stemming from this review in 
the interest of ensuring that a blood-products related tragedy fike this one does not 
happen again. I am most pleased that HHS and the FI5A have, in principle, em- 
braced the conclusions of the lOM report and are in the process of instituting 
change along the lines of those recommendations. 

I have introduced two bills dealii^ with this subject. The first, HR 1021, rei^uires 
a change in the make-up of the FDA’s BPAC, to ensure that at least one-third of 
the voting members of that panel are actual consumers of blood products. 'The intent 
of this legislation was to ensure that a better balance exists on that panel, providing 
an opportunity for those individuals whose lives are at stake to have a voice in the 
formulation of policy. We certainly understand the FDA’s oft-stated concern that all 
members of that panel must have a minimum scientific understanding of the ve^ 
complex issues involved, but my experience suggests that people with hem^hilia 
have made themselves scientific experts because for them it is a matter of life and 
death. 

We applaud the FDA for its recent decision to reconstitute the BPAC, asking all 
members with affiliations with blood banks to resign their voting positions. We do 
not yet know what the newly designed BPAC will look like— but we hope the FDA 
will take the recommendation of uie lOM, and HR 1021, and ensure true balance 
of interests and perspectives. 

The other legislation I have sponsored deals with the victims of this tragedy. As 
we make sure that the proper safeguards are in place to prevent another blood- 
borne disaster, we must not forget about the victims of the 1980’s. HR 1023 author- 
izes a government compensation trust fund from which each victim could claim 
$125,000 in compassionate assistance. The premise behind this bill is that govern- 
ment failed to fulfill its unique responsibility for protecting the safety of blood prod- 
ucts — and thus has an obligation to assist the victims. 

I understand the concerns that some people have about setting a precedent with 
this bill. However, I am convinced that blood products are unique, and so establish- 



33 


ing a compensation pronam for victims of hemophilia-associated aids would not 
open the door for iiiture liability in other cases involving other products. In addition 
to the unique regulatoiy structure that exists for blood and blood products, there 
is also a unique legal structure in place, one that the Federal Government has 
helped to maintain Tor many years by deferring to state blood shield laws, which 

f rant blood products special status as a “service.” These laws place a much larger 
urden of proof on victims of blood products — making it virtualW impossible to seek 
damages through the court system. This is also a point the lOM mscussed in its 
report. 

Mr. Chairman, I know that the provisions of HR 1023 are outside the jurisdiction 
of this panel. But I wanted to discuss the bill briefly here today because I think 
it is important that we not forget those who have suilered from this tragedy as we 
work to prevent future disasters in this area. We have more than 136 hi-partisan 
cosponsors on HR 1023, and we hope to have hearings in the Judiciary Committee 
soon. 

In the meantime, I applaud you for the work you are doing and hope that we can 
have in place proper safeguards to make such a tragic episode truly a thing of the 
past. 

Thank you. 


United States Senate 

Washington, DC 

April 27. 1993 


The Honorable Donna Shalala 

Secretary, Department of Health and Human Services 
Room 614G, Hubert H. Humphrey Building 
200 Independerux Avenue, S.W. 

Washington, DC 20201 


Deab Secretary Shalala: 

We respectfully request that the Department of Health and Human Services Of- 
fice of the Inspe^r General investigate the issue of HIV transmission among hemo- 
philiacs through contaminated blood products. 

There are approximately 20,000 hemophiliacs in the United States. Tragically, at 
least half this population contracted HIV between 1982 and 1984 from contaminated 
blood product transfusions. 

We ask that you review the events which led to this widespread transmission of 
HIV among hemophiliacs, including knowledge within the pumic and private sector 
regarding the possibility of transmission through blood products and the availability 
of other non-contaminated products. After your study, we ask that you provide us 
with a report on this issue. 

If you should require further information regarding this r^uest, please contact 
Susan Emmer (Sen. Graham) at 224—1535, or Michael Iskowitz (Sen. Kennedy) at 
224-6880. 

Sincerely, 

Edward M. Kennedy 
Bob Graham 
Porter Goss 


July 1. 1993 

The Honorable Porter Goss 
House of Representatives 
Washington, D.C. 20510 

Dear Mr. Goss: 

Thank you for your letter, also simed by Senators Kennedy and Graham, request- 
ing that uiis Department’s Office of the Inspector General investigate events leading 
to HIV transmission to hemophiliacs through contaminated blood products between 
the year* 1982 and 1984. 

I agree that it would be useful to gain a more complete understanding of the 
events that occurred in that period regarding the use of blood and blood products 
for transfusion amd for treatment of those with hemophilia. Such a review would 
give us better insight into how medical knowledge and practice contribute overall 
to public health decisions regarding disease transmission in the earliest stages of 
an epidemic. 

I am sure you appreciate that the blood supply in the United States is the safest 
in the world. But at the same time, I believe the results of a study could be helpful 
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in stren^hening capacities to insure the safety of the Nation’s blood supply against 
new chailenges in the future. 

Because a high level of scientific and medical expertise is required to conduct a 
thorough study, I have asked that the project be undertaken by the Institute of 
Medicine of the National Academy of Sciences, an extemcd organization with proven 
experience in conducting studies of a similar nature. I have requested that my sen- 
ior staff develop the necessary scope of work and make arrangements with the Insti- 
tute to conduct this evaluation. 

I am sending similar letters to Senators Edward Kennedy and Bob Graham. 
Sincerely, 

Donna E. Shalala 

Mr. Shays. Well, let me just say that you were not an assigned 
witness here, and I apologize that, in fact, we didn’t have you on 
our agenda right away to testify. 

We did not ask the Secretary this issue and really we are talking 
about what we would do from this point on. And I don’t know if — 
and it is something that this committee will, in fact, look into in 
some detail. I don’t know if any of my colleagues on either side 
want to just comment or ask a question. 

Mr. Souder. 

Mr. Souder. I wanted to make a brief comment and then a side 
question or two. I had also a very emotional meeting with a num- 
ber of people in my district office, including one lady whose hus- 
band was a hemophiliac and had died, one whose brother had died, 
and one young man who is in the process of dying who has three 
small children. 

And part of the cost compensation question comes is that he is 
in danger of losing his home because he can’t keep his job. The 
Ricky Rays were children, but this also has an effect on hemo- 
philiacs who are adults and are at direct risk of being unable to 
support themselves. And that is when we get into the compensation 
question. 

Part of our concern is that, particularly when you hear some of 
the numbers we just heard, is how do you put a dollar value and 
how do we do this equitably in our budget crunch? And we have 
many needs and I am very supportive of the legislation, and I hope 
to be able to talk to you about that in particular. 

Now, also, I know Dr. Lee is still here. It would be very helpful 
in the process of us being able to work with his legislation, and 
others that may come up on this 100,000 to 200,000 people who are 
out there potentially that could be affected, to get more actual data 
on what has historically happened so we know what kind of poten- 
tial liability we would get in. 

Because if we start addressing some, potentially that would be- 
come a legal argument that we are acknowledmng ^It in others. 
And we need to know what we are dealing with a little more pre- 
cisely than saying that there are disagreements over who and how 
many. 

Mr. Goss. The question of committee jurisdiction is well known 
to me, and I a^ee with your comments. Indeed we are trying with 
the Judiciary Committee to do move this forward. 

The chairman asked me the question about the hemophiliacs, 
and we are talking about the difference between blood products 
and whole blood. I think in terms of the iurisdiction of this commit- 
tee, the question of the safety of the blood, of all blood products. 
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is critical. And I understand that distinction. And so that is why 
I answered the question that I did. 

But with regard to the question of providing some kind of com- 
pensation, some kind of relief, which I admit is primary to the Ju- 
diciary — and I assure you I am headed there — I think we need to 
look backward there to deal with these people, which is why I 
brought it up here. Primarily, it is a plea for your support. And I 
know I already have yours and I appreciate that. 

How we are going to pay for it, I promise you we are not going 
to suggest raising taxes. If I can’t find the money someplace else 
in a lower priority or a waste, fraud and abuse situation, you will 
not be hearing from me. 

Mr. Shays. Mr. Goss, we know you have been involved in this 
from day one and really thank you. 

And I do want to correct the record. I did misspeak because you, 
in fact, did ask the Secretary about how we might deal with this. 
And she had left a pretty open response to neither have — the agen- 
cy hasn’t made — the Department has made a decision for or 
against this issue. 

Is that correct. Dr. Lee? 

Dr. Lee. We would be very glad to work with you. 

Mr. Shays. Do you mind just coming up? The only purpose for 
asking you, I want to make sure that I am being very accurate in 
the Department’s position and so on. 

Dr. Lee. The Institute of Medicine report proposed a no-fault 
prospective system of compensation. The legislation, of course, pro- 
poses compensation for the victims of past practices. The Depart- 
ment, of course, would have to work with Justice, with Treasury, 
and others. 

But we would be very pleased, as the Secretary indicated, to 
work with you, work with other committees, to work out some fair 
and equitable solution to what is a tragic situation. 

Mr. Shays. Thank you. And that was, in fact, the sense of what 
the Secretary had said, so I’m sorry for the record I didn’t acknowl- 
edge that. 

Mr. Goss. Mr. Chairman, I am very glad you asked that question 
and I am very pleased to hear that response. 1 am sorry I missed 
what the Secretary herself said but we, in fact, had made that re- 
quest some time ago and I do not think we have gotten an answer 
yet. So I am much encouraged by what you have said. 

Mr. Shays. I thank you, Mr. Goss, for being here. 

Mr. Goss. Thank you, Mr. Chairman. 

Mr. Shays. We will get to our second panel. Our second panel is 
Patricia DeFilippi, Corey Dubin, John Penner, and Ronald Gilcher. 
Patricia DeFilippi is with the National Hemophiliac Foundation; 
Corey Dubin is the Council of 10,000 and the National Hemophiliac 
Federation; John Penner is the Michigan State University College 
of Human Medicine; and, Ronald Gilcher is Oklahoma Blood Cen- 
ter. 

And I will swear in all the witnesses, so you can remain stand- 
ing. 

[Witnesses sworn.] 
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Mr. Shays. I welcome all of you here and appreciate very much 
your coming to testify. We will start as the order is in your seating, 
and we will start first with you, Mrs. DeFilippi. 

STATEMENT OF PATRICIA DEFILIPPI, NATIONAL HEMOPHILIA 
FOUNDATION; COREY DUBIN, THE COUNCIL OF 10,000 AND 
THE NATIONAL HEMOPHILIA FEDERATION; JOHN PENNER, 
MJ»., MICHIGAN STATE UNIVERSITY, COLLEGE OP HUMAN 
MEDICINE; AND, RONALD GILCHER, MD., OKLAHOMA BLOOD 
CENTER 

Mrs. DeFilippi. Mr. Chairman and members of the subcommit- 
tee, my name is Penny DeFilippi and I am here today on behalf 
of 20,000 persons with hemopnilia, von Willebrand’s disease, and 
other clotting deficiencies. Today, I am speaking as a member of 
the National Hemophilia Foundation, a voluntary health agency 
working to improve the health and welfare of people with bleeding 
disorders. 

Today, I would like to tell you about my family’s story and our 
exposure to hepatitis and other contaminants still found in blood 
and blood products. My family has probably been unknowingly af- 
fected by hemophilia and its repercussions for many generations. 
My grandmother used to say that, in our family, when a baby was 
born another child died. 

Thanks to advances in modem medicine, that is no longer so. My 
sons are dependent on a blood-derived product known as clotting 
factor to supply the missing protein that allows their blood to clot 
normally. While this treatment means that our sons are no longer 
at risk of being crippled or dying of untreated bleeding, the prod- 
ucts used to control their hemophilia continue to expose them to 
other diseases that are killing them. 

My husband and I have two sons with hemophilia. I am an af- 
fected carrier of hemophilia, which means that I too can have prob- 
lems with bleeding, though very rarely. My father grew up as an 
undiagnosed mild hemophiliac, attended West Point where he 
played football, was a veteran of the Pacific theater in World War 
II, and had a 30-year career as an Air Force officer. I remember 
that he suffered with continuous knee problems, diagnosed as 
water on the knee, and had major problems with his dental work 
and his tonsillectomy. Still, he was relatively healthy. 

Our family, including my father, discovered we were affected by 
hemophilia when my older son, Geoffrey, had a routine blood test 
at age 2. He did not stop bleeding for 2 hours. Two years later, 
James was born and he, too, was diagnosed with hemophilia. 

In 1981, when James was 2, he became extremely ill. He was di- 
agnosed with Hepatitis B, transmitted to him through contami- 
nated clotting factor. He spent much of the next 2 years in and out 
of the hospital. He was so ill at one point that he decided that he 
wanted to die so he could be reborn as our daughter. He thought 
that way he would no longer be sick. 

The family stayed relatively healthy after James recovered and 
remained so until my father had major surgery and James went 
back for a new routine hemophilia check at about age 13. My fa- 
ther had developed gall bladder trouble and he had to have surgery 
and neglected to tell his physician that he had hemophilia. The re- 
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suit was a substantial amount of bleeding. He was heavily trans- 
fused, first with regular blood and then with cryoprecipitate and 
clotting factor. 

Following his surgery, my father was diagnosed with Hepatitis 
non-A, non-B, a new disease that was being seen in the blood pool 
and was transmitted to him through blood products. Today, we call 
this disease Hepatitis C. 

Three years later, after becoming sicker and sicker, he was ad- 
mitted to the hospital with advanced liver failure. He was bleeding 
so heavily, in effect, he was drowning in his own blood. Despite an 
experimental procedure to bypass his liver, he died 2 weeks later 
at the age of 72. 

Throughout my father’s severe illness that preceded his death, 
my husband and I remained concerned about the chronic symptoms 
of Hepatitis B that James was exhibiting. His lab tests indicated 
he had no other form of hepatitis, so the doctors told us that if he 
avoided alcohol and drugs and was careful about his diet and was 
not further exposed to hepatitis, he might be fine. 

But within 3 months of his grandfather’s death, James was diag- 
nosed with Hepatitis C, transmitted through the products he con- 
tinued to use to treat his hemophilia. And it was time to pay the 
piper. 

James’ treating physicians at the University of North Carolina 
suggested that he begin a series of treatment with Alpha- 
Interferon. This drug was not licensed for use in children, but tnere 
was an experimental program being run here in Washington, DC, 
that James could participate in. 

James had a closed liver biopsy, which showed that he had 
triaditis, a scarring of the ducts in his liver. He definitely needed 
Interferon therapy, and that required James to give himself painful 
injections in his thighs three times a week. James rows crew on the 
high school team so he has no body fat. That meant that the shots 
went directly into his muscle. 

He eventually used all the sites on his upper thigh and was 
going to have to go elsewhere on his body, but it turned out to be 
unnecessary, as he developed an autoimmune reaction to this drug. 
Basically, he became allergic to it and he was forced to quit the 
therapy before it could cure him. 

Although he was relieved not to have any more shots, James was 
concerned about his future and his ability to expose others. The 
doctors at Walter Reed Army Medical Center told James that the 
risk of transmitting his hepatitis was minimal and that he could 
live a normal life while he was healthy. This was not what we had 
heard from NHF, but it was what we wanted to hear. 

At age 16, James fell in love with a lovely young lady I would 
like to call Allison. One night when they were kissing, his lip split 
and he bled into her mouth. He was concerned vmen he came 
home. I repeated what the doctors had told him, but James decided 
to double-check just to find out if Allison would be fine. 

He called the doctors and they told him that they had not been 
completely honest: He had exposed her. She needed to call her doc- 
tor and bemn treatment immediately. 

It is unlikely that James will ever have as difficult a call to make 
as the one he made to Allison and her family that night. In the 
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end, although they did not blame James, she was not allowed to 
see him again. 

Last winter, just to make the terrible even worse, we learned 
that these vials of Factor VIII that you see sitting here were con- 
taminated with Creutzfeldt-Jakob Disease, or CJD, a fatal disease 
that can cause severe brain damage. James was exposed to CJD 
from this product which he had received from Walter Reed. 

Six months before we were notified that the product James was 
using was contaminated, Walter Reed had destroyed their hospital 
supply of the product. Clearly, they knew it was dangerous, but 
they had not notified the patients who had a supply at home. 

James is now a high school senior. He is 6 feet, 2 inches tall, cap- 
tain of the crew team, a National Merit commended scholar, a life- 
guard, and a swimmer. He has an offer from the Ford Agency to 
model next summer. He is applying to colleges. He dreams of early 
admission, a seat on the crew team, and a scholarship to Princeton. 

James has hemophilia. Hepatitis B, Hepatitis C, and possibly 
CJD. He doesn’t want to mention this in his college applications. 
He asked me directly, “Mom, does everything in my life have to be 
affected by hepatitis?” 

I, too, soon face surgery for possible cancer, and I no longer trust 
the blood pool. I don’t know yet how I will handle the potential 
need for blood. I add this to ongoing thoughts of how much more 
time we have until James’ liver mils. 

In my written testimony I have submitted details of NHFs rec- 
ommendations, and I support those. The question asked by my son 
is the same as the one for every member of the hemophilia commu- 
nity and the bleeding disorder community: When the discussion is 
either hepatitis, CJD, or HIV, are the blood and blood products we 
depend on safe? 

The question is no longer isolated to our community but does 
have national simificance. Ask yourselves, do you know anyone 
who has a knowledge of the blood supply who would not donate 
their own blood prior to surgery? Are we fulfilling our responsibil- 
ities to Americans to maintain a safe blood supply? 

I ask this panel to help other families so that they do not have 
to watch their family members go through what our family has 
gone through. 'Thank you for your patience and your compassion. 

[The prepared statement of Mrs. DeFilippi follows:] 

Prepared Statement of Patricia DeFilippi, National Hemophilia Foundation 

Mr. Chairman and Members of the Subcommittee, my name is Penny DeFilippi, 
and I am here today on behalf the 20,000 persons with hemophilia, von Willebrand’s 
disease and other clotting deficiencies. Today I am speaking as a member of the Na- 
tional Hemophilia Foundation a voluntary health agency working to improve the 
health and welfare of people with bleeding disorders. You are probably fanuliar with 
the hemophilia community in relation to our exposure to HIV in the early eighties 
leading to the infection of more than 8000 individuals. Today I would like to tell 
you my family’s story and our exposure to hepatitis, and other contaminants still 
found in blood and blood products. 

My family has probably been unknowingly affected by hemophilia and iU reper- 
cussions for many generations. My CTandmother used to say that in our famijy when 
a baby was bom, another child died. We suspect that was due to untreated internal 
bleeding. Thanks to advances in modem medicine that is no longer so. My sons are 
dependent on a blood derived product known as clotting factor, to supply the miss- 
ing protein that allows their blood to clot normally. While this treatment means 
that our sons are no longer at risk of being crippled or dying of untreated bleeding. 
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the products used to control their hemophilia continues to expose them to other dis- 
eases that are killiM them. 

I am married to Geoive DeFilippi, a pilot in the Air Force. We have four children; 
two mwn dau^ters, Joycelyn and Gwen, and two sons with hemophilia, Geoffrey 
and James, named for my father, who also lived with hemophilia. I am a third jpade 
teacher at Abingdon Elementary in Arlin^n County, Virginia. I am an affected 
carrier of hemophilia, which means that I too can have problems with bleeding, 
though very rarely. 

My father grew up as an undiagnosed, mild hemophiliac, attended West Point 
where he played football, was a veteran of the Pacific theater in W.W.II, and had 
a 30 year career as an Air Force officer. I remember that he suffered with continu- 
ous knee problems, diagnosed as water on the knee, and had major problems with 
dental work and his tonsillectomy. He was often irritable- probably because he was 
bleeding in his joints and in pain. Still, he was relatively healthy. 

Our mmily, including my father, discovered we were affected by hemophilia when 
my older son, Geoffrey, had a routine blood test at age two. He did not stop bleeding 
for two hours. At that time we researched our family history and discovered the pat- 
tern. Two years later James was bom, he too was diagnosed with hemophilia. 

Both boys were generally healthy except, of course, for the bi-weekly trips to the 
emergency room for infusions of clotting factor used to treat their hemophilia. In 
1981, when James was two, he became extremely ill. He was diagnosed with hepa- 
titis B, transmitted to him from contaminated clotting factor. He spent much of the 
next two years in and out of the hospital. He was so ill at one point that he decided 
that he wanted to die so that he could be reborn as our daughter. He thought that 
in that way he would no longer be sick. 

At the time when he was moat seriously ill and we thought he was going to die, 
a hver transplant was first considered. His father and I decided that we woiHd rath- 
er have James live a shorter, happy life rather than have him suffer the problems 
a transplant patient suffers. James recovered and everything seemed to m going 
well for a time. This changed when my father had to have major surgery, and James 
had a normal hemophilia check up. 

My father developed gall bladder trouble. He had to have surgery and neglected 
to mention his hemophilia to his physician. The result was a substantial amount 
of bleeding. He was heavily transfused with regular blood and later with 
cryoprecipitate and clottiiu factor. Following his surgery, my father was diagnosed 
with hepatitis non-A-non-6, a new disease that was Ming seen in the blood pool and 
transmitted to him through blood products. Today we call this disease hepatitis C. 
He and my mother ai^usted their life style so that he would have as little diance 
as possible of exposing the family he loved. During this time, he began having mas- 
sive nose bleeds on a regular basis. These nose blMds very likely exposed everyone 
around him to hepatitis because it is contagious through exposure to the affected 
person’s blood. Three years later, after becoming sicker and sicker, he was admitted 
to the hospital with advanced liver failure. He was bleeding so heavily, in effect, 
he was drowning in his own blood. Despite an experimental procedure to by-pass 
his liver, he diecTtwo weeks later at the age of 72. 

Throughout my father’s severe illness that preceded his death, my husband and 
I remained concerned about the chronic symptoms of hepatitis B that James exhib- 
ited. His lab tests indicated that he had no other form of hepatitis, so the doctors 
told us that if he avoided alcohol and drugs, was careful about his diet and was not 
further exposed to hepatitis he might do fine. Within three months of his grand- 
father’s death James was diagnosea with hepatitis C, transmitted through the prod- 
ucts he continued to take to treat his hemophilia. It was time to p^ the piper. All 
I could think was that we had been given some wonderful years of health and joy 
but had only succeeded in learning to love our son more desperately. How could we 
stand to lose this boy who had shown such courage and had such a beautiful soul? 

James’ treating physicians, the pediatric Hematologists and Gastroenterologists at 
University of North Carolina, suggested that he begin a series of treatments with 
Alpha-Interferon. This drug was not licensed for use in children, but there was an 
expeimental program being run here in Washington D.C. that James could partici- 

5 ate in. My husband received an emergency reassignment from the Air Force and 
ames and Geoffrey became patients at Walter Reed Army Medical Center. 

James had a closed liver biopsy which showed that he had triaditis, a scaring of 
the ducts of his liver. He definitely needed the Interferon therapy which required 
James to give himself painful injections in his thigh three times a week. James rows 
crew on the hi^h school team so he has no body fat. That meant that the shots went 
directly into his muscle. He eventually had used all the sites on his upper thi^s 
and was going to have to go elsewhere on his body. That turned out to be unneces- 
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sary as he developed an auto-immune reaction to the drug. Basically, he became al- 
lermc to it. He was forced to quit before the therapy could cure him. 

Although he was relieved to not need anymore ^ots, James was concerned about 
his future and his ability to expose others. The doctors at Walter Reed told James 
the risk of transmittingliepatitis was minimal and that he could live a normal life 
while he was healthy, ’hiis was not what we had heard elsewhere, but it was what 
we wanted to hear .... 

At sixteen, James fell in love with a lovely young lady I will call Allison. She also 
rowed crew, was a top scholar and was truly lovely. One night when they were kiss- 
ing, his lip split and he bled into her mouth. He was concerned when he came home. 

1 repeated what the Army doctors had told him. James decided to double check just 
to be sure that Allison would be fine. He called and the doctors told him that Mey 
had not been completely honest — he had exposed her. She needed to call her doctor 
and begin treatment immediately. It is unlikely that James will ever have to make 
a more difficult call than he had to make to Allison and her family. In the end, 
though they said they did not blame James, Allison was not allowed to see him 
again. He now believes that he will never have a normal relationship with a woman. 

Last winter just to make the terrible even worse we learned that these vials of 
factor Vin that you see sitting here were contaminated with Creutzfeldt-Jakob Dis- 
ease or CJD, a fatal disease causing severe brain damage. James has been exinsed 
to CJD from this product which he received from Walter Reed. Six months before 
we were notified that the product James was using was contaminated, Walter Reed 
had destroyed the hospital’s supply of the product. Clearly, they knew that it was 
dangerous, but had not notified patients who had a supply at home. 

James is now a senior in hi^ school. He is six feet two inches tall, captain of 
the crew team, a National Merit commended scholar, a life guard and swimmer. He 
has an offer from the Ford Agency in New York City to model next sununer. He 
is applying to colleges. He dreams of early admission, a seat on the crew team and 
a scmofarship to Pruiceton. James has mild hemophilia A, hepatitis B, hepatitis C 
and possibly CJD. He doesn’t want to mention this in his college ^plications. He 
asked me mrectly, “Mom, does everything in my life have to be affected by hepa- 
titis?” 

I do not feel that the government needs to run everything or even correct every 
problem. Yet, in my mind the government does have a clear responsibility in setting 
the standard for the safety of blood and blood products. 'The government must also 
be responsible for informing the general public about the risks of receiving blood 
and products that may be contaminated. At a minimum, information should be 
given to anyone who has had a blood transfusion or taken blood products and any- 
one who has been exposed to the blood or body fluids of someone who was trans- 
fused. Only then can individuals be screened for hepatitis and determine their sta- 
tus so they can make informed decisions about their future behavior. 

I am soon facing surgery for possible cancer and I for one no longer trust the 
blood pool. I don’t Know yet how I will handle the potential need for blood. I add 
this to ongoing thoughts of how much more time we have until James’ liver begins 
to fail. 

I join with the National Hemophilia Foundation and the hemophilia community 
in urging this committee to take action to implement the recommendations of the 
recent Institute of Medicine Study to improve the safety of blood and blood products. 
Specifically, NHF recommends that; 

• FDA work with manufacturers to expedite the development of new viral in- 
activation techniques for product sterilization. 

• A system be developed and enforced by FDA for notifying providers, poten- 
tial purchasers, and known consumer groups about potential threats to blood 
products from infectious diseases. 

• Smaller plasma pools be used in the production of clotting factor to mini- 
mize the effect of product withdrawal and recalls on supply. 

• Consumers of blood products be vesting participants in regulatory commis- 
sions or meetings on blood policy including equal representation on a Blood 
Safety Conunittee. 

• Accurate warning labels should be developed for blood products because cur- 
rent labels are hopelessly inaccurate and outdated. 

• A blood and blood products fund be established to address injury for those 
infected by contaminates in the blood supply. 

'The question asked by my son is the same for every member of the hemophilia 
and bleeding disorder community whether the discussion is hepatitis, CJD or HTV. 
Are the blood and blood products we are dependent on safe? ’This question is no 
longer isolated to our community but has national significance. Ask yourselves do 
you know anyone who has knowledge of the blood supply who would not donate 
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their own blood before surgeiy. Are we fuliilling our responsibility to Americans to 
maintain a safe blood supply? I ask this panel to help other families so that they 
do not have to watch their family members go through what our family has gone 
through. Thank you for your patience and compassion. 

Mr. Shays. I just want to say you must have a meignificent son. 

Mrs. DeFilippi. Yes. 

Mr. Shays. That phone call he made was a very courageous 
phone call, obviously the one he had to make. But it also says 
something about his parents, who encouraged him to make that 
call. , 

Mrs. DeFilippi., T hank you. 

Mr. Shays. Mr. Dubin, thank you for being here. 

Mr. Dubin. Mr. Chairman, your staff said that at the beginning 
I should ask that this be included in the record. This is an appen- 
dix to my written testimony of documents. 

Mr. Shays. Let me say if the choice is having you read that or 
put it in the record, we will definitely put it in the record. 

Mr. Dubin. I have no intentions oi reading it, Mr. Chairman. 

Mr. Shays. So ordered. 

Mr. Dubin. Thank you. 

Mr. Shays. I’m sorry, I erred in not announcing that Mr. Barrett, 
a very active member of this committee, Tom Barrett, from Wiscon- 
sin, is also in attendance now. 

Mr. Dubin. Thank you. Just to clear the record, I am Corey 
Dubin of the Committee of 10,000. We represent the nearly 10,000 
people with hemophilia infected by HIV. I am a voting consultant 
to the FDA Blood Products Advisory Committee and also represent 
the Hemophilia Federation, which is distinct from the National He- 
mophilia Foundation. 

Mr. Chairman and members of the committee, I appreciate the 
opportimity to be here today. And as I listen to the ^scussion, I 
think there is some veiy important points to be taken up. 

The HIV contamination of the blood supply is the result of regu- 
latory failure and industry inaction; however, it is only a result. 
The real story is hepatitis. The real story is three decades of the 
hepatitis contamination of the American blood supply and the in- 
difference and inaction of government, the blood banking industry, 
and the manufacturers of blood products to this contamination. 

In the Institute of Medicine report, one of the things they cited 
that I think is most important to focus in on, is the prevailing as- 
sumptions about medically accepted risks. For three decades, this 
was considered a medically accepted risk. 

I think in hindsight we are bemnning to look at what that 
meant. I am a person with severe nemophilia, HIV, Hepatitis C, 
probably Hepatitis G, which was raised which I think many of us 
are going to find that we have in our bodies. 

And I think it is important to understand the real story. The core 
of the story is hepatitis. What have we done about hepatitis? What 
have we not done about hepatitis? And I think we need to focus. 

HIV is a much more explosive, media attention kind of issue but 
if we are going to begin to truly get down to the business of ad- 
dressing the blood supply and addfressing the safety of this coun- 
try’s blood supply, then we must look at hepatitis because therein 
is the core issue. Why for three decades were thousands of Ameri- 
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cans infected with hepatitis? Why for three decades was there in- 
dustry and government inaction in hepatitis? 

In 1974, the then-Commissioner of the FDA in the Federal Reg- 
ister, which is included in our appendices, made some very strong 
statements about hepatitis and the danger. In 1975 FDA promul- 
gated new regulations. Those were good regulations. Unfortunately, 
those regulations were — the enforcement of them were lax and 
sometimes nonexistent. 

And this is what set the stage for the HIV epidemic. Had, in fact, 
industry and government mandated the application of technologies 
which existed and were patented by 1978 to 1989, then HIV would 
have certainly been a footnote in the hemophilia community be- 
cause solvent detergent viral inactivation and heat treating would 
have worked. 

Now, we have heard today that there was scientific debate, there 
was uncertainty. Nobody knew quite what was happening. I would 
propose to you that we did know hepatitis was contaminating the 
blood supply, we did have the technology to do something about it, 
and we knew enough about HIV for the CDC to be, by late 1982, 
warning the FDA, the National Hemophilia Foundation, and hemo- 
philia treaters by early 1983 that they might have a problem. 

The complacency that existed around hepatitis carried over into 
the early days of HIV. The indifference to what was happening car- 
ried right through into the beginning of HIV epidemic and it left 
us with an explosive situation. 

This is not a discrete moment in history when the regulatop^ 
structure broke down. Many of the problems that were operative in 
1980, 1981, and 1982, and many years before, as I have said, are 
operative today. We must begin to look at them. We must begin to 
reconstruct the picture. 

Because I think one of the things we have failed to do is 
reconceptualize this question of emermng threats to the blood sup- 
ply. We have a certain construction of how we look at this. I heard 
much of it today in testimony previously and I think there are 
some real problems with it. 

I think it is a mistake to juxtapose safety and availability. I do 
not believe for a moment that we need to do that. There were treat- 
ment options in the early 1980’s for hemophilia that were never 
discussed — cryo, single donor cryo, cryoprecipitate, not treating 
with Factor VlII. 1 am a 40 year-old person with severe hemophilia 
and there are many bleeds I do not have to treat. 

We conceptualize this issue in one way, and then we come up 
with a set of conclusions that I think are problematic. I urge the 
committee not to look at it through this prism of juxtapositioning 
safety here and availability here. 

Now, on the question of cost and cost-benefit analysis, as a mem- 
ber of the BPAC I sat in on the P-24 decision. I was one of the 
six votes for antigen testing. I felt a very strong sense of deja vu 
and felt like we had leamea nothing. 

If we are going to include cost-benefit then, for God’s sakes, why 
are we not looking at the cost to this Nation of treating 8,000 peo- 
ple with hemophilia who have AIDS, of treating 29,000 other 
Americans who have HIV infection from whole blood, of treating 
the cases of hepatitis, which we don’t know how many? 
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Again, we conceptualize cost and how much it will cost per unit 
to institute the P-24 test, what it would have costed per unit to 
institute heat treatment in the early 1980’s. And yet nowhere in 
this cost-benefit analysis have I heard anyone assess what the cost 
is to this Nation of the thousands of people infected. 

I would propose to you, members of the committee and Mr. 
Chairman, that we could save hundreds of millions of dollars in 
health care expenditures if we reconceptualized this concept emd 
looked at cost in the larger picture. That is something we are not 
doing. 

And, again, it speaks to the way we construct emerging threats 
to the blood supplv. It will never be a zero sum game. We will 
never have a completely safe blood supply, yet I still think we are 
missing the boat in some fundamental way in terms of understand- 
ing the wav to move. 

I don’t think we have learned from what happened in the 1980’s 
because I have yet to hear officials in the Federal Government real- 
ly air out the hepatitis question in hindsight. Risk statistics bear 
out the bigger cost of treating infected people. And I think that is 
absolutely critical. 

I will wrap up. Thank you. The last thing I want to say is that 
I think Secretary Shalala said it, but I want to underline it because 
I come at this as an investigative reporter, as well as a person with 
hemophilia and HIV. 

But there is a human face. Behind me Dr. Kuhn and my daugh- 
ter, Kaile. Dr. Kuhn and I have investigated this issue for 6 years. 
This is where we have come to these conclusions. He lost his wife 
because he did not know he was infected. My daughter many 
nights was awakened in the middle of the night wondering if I 
would survive. That is the human face. 

But I don’t want the human face to end in sympathy and just 
compassion; I want us to challenge ourselves to reconceptualize 
this issue and look at the big picture and really bj^n to address 
what blood safety means today and in the future. Thank you, Mr. 
Chairman. 

[The prepared statement of Mr. Dubin follows:] 

Prepared Statemeot of Corey Dubin, the Council of 10,000 and the National 

Hemophilia Federation 

Chairman Shays, gentlemen and gentlewomen of the committee, my name is 
Corey S. Dubin, I am the vice-president of the Committee Of Ten Thousand and a 
voting consultant to the FDA Blood Products Advisory Committee. I am a person 
with severe hemophilia who has been infected with HP/ and hepatitis C through 
tainted hlood products, specifically anti-hemophilic factor or factor VlII as it is more 
commonly known. 

I am a member of a community that has been devastated by HIV/AIDS and is 
currently seeing one death each and every day from AIDS transmitted through 
tainted blood products. Fifty-percent of the American hemophilia community, nearly 
ten thousand people, were infected with HIV during the 1980’s. This holocaust, we 
were told, was a ‘‘tragic, yet unavoidable mistake”. A construction of events that we 
now know is and was patently false and misleading. 

I stand before this committee to address the issue of emerging threats to the blood 
supply and the preparedness of the federal government to confront those threats. 
In assessing the competency of the federal regulatory system one must understand 
what oi^rred during the 1970’s and 1980’s regarding contamination of the blood 
supply if we are to undertake the changes necessary to ensure the fiiture safety of 
this nation’s blood supply. 'The HIV in lection of nearly ten thousand persons with 
hemophilia and twenty nine thousand other Americans through transfiisions was 
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not a discrete moment in history without relevance to the current discussion. Many 
of the problems that led to the disaster remain operative today and without a clear 
understanding of those problems we are certainly consigned to a repeat perform- 
ance. 

The HIV contamination of the blood supply is the result of regulatory failure and 
industry inaction. However it is a result and not the real story. The real stoiy lies 
in two decades of hepatitis transmission throu^ blood and blood products. It is the 
story of industry indifference and FDA unwillingness or inability to aggressively ad- 
dress hepatitis contamination of the nation’s blood supply. 

BY 1974 the FDA clearly understood the dangers of transfusion associated hepa- 
titis transmission. In that year the FDA Commissioner stated that, “approxiinately 
three thousand deaths and more than twenty thousand overt cases of illness have 
been estimated to have been caused by the transfusion of hepatitis carrying blood 
in this country atmually”. On July 16, 1976 the FDA adopted new reflations re- 

f arding blood and blooa products. Those rules called for the testing ofml collected 
lood for the presence of hepatitis B surface antif n. The rules also mandated that 
any, *blood, plasma or serum that is reactive when tested for hepatitis B surface 
antif n shall not be used in the manufacturing of injectable biologic products”. 

While the FDA was correct in imposing new regulations for blood and blood prod- 
ucts, the enforcement of the regulation adopted was lax at best and in many cases 
non-existent. Bad blood continued to enter the system while large pools of collected 
plasma contaminated with hepatitis were fractionated to produce factor VIII and DC 
concentrates which were marketed for the treatment of hemophilia. 

Meanwhile in 1977 Dr. Ed Shanbrom, the fonner medical director of Hyland Lab- 
oratories, developed and patented the solvent/detergent method for virally inactivat- 
ing lipid envelope viruses present in blood products. Shanbrom took this new proc- 
ess to the manufacturers of factor concentrates in the hope that they would adopt 
it and greatly reduce the danger of hepatitis transmission through blood products. 
For a variety of reasons the four major manufacturers declined to adopt solvent/de- 
tergent and or heat treatment until after the onset of the AIDS epidemic. 

\^ile the FDA clearly understood the scope and danger of hepatitis contamina- 
tion they did not retire industry to adopt viral inactivation dunng the late 1970’8 
or early 1980’a. In fact, is was not until 1988 that that FDA mandated viral inac- 
tivation for factor VIII and DC. For many jjears we, in the hemophilia community, 
have agonized over this history. For us the inaction on the part of industry and gov- 
ernment resulted in the hemophilia/AIDS epidemic. Had industiy and their federal 
regulators aggressively responded to hepatitis contamination of the blood supply, 
HIV would have been no more than a footnote in the hemophilia community. 

The problems with hepatitis contamination of blood products have persisted right 
up to the present with a series of blood product recalls occurring over the last two 
years. In January of 1994 a major recall occurred of Intravenous Immune Globulin 
or IVIG due to hepatitis C contamination. The recall was instituted by the manufac- 
turers after fourteen suspected transmissions in Spain, Sweden and the United 
States. All the products recalled were produced in the United States by Baxter/ 
Hyland and distributed by them and the American Red Cross. 

Ironically, for the last thirty years immune globulin has been considered one of 
the safest blood products on the US market. The FDA had never mandated that 
IVIG be subjected to viral inactivation techniques, believing that this product was 
safe. What we found surprising was the lack of theories about why this had hap- 
pened at the FDA. After one month of research myself and Greg Haas published 
a lengthy investigative article on the history of IVIG and why this hepatitis C out- 
break occurred. We were informed by oflicials at the FDA that we had proposed 
some interesting theories. Obviously, FDA’s response led us to question what was 
occurring while leaving us with a sense that nothing had changed since the early 
1980’s and the AIDS disaster. 

What relevance does this history have for this committee and toda/s discussion 
about protecting the blood supply from emerging threats? We know that there will 
always be new and continuing threats to the blood supply. The important question 
is how to prepare for and respond to those threats. When addressing this question 
it is necessary to address how the federal government, the manufacturers of blood 
products and the blood banking industry conceptually views ongoing threats to blood 
safety. Historically the baseline has been, “lets wait until all the data is in”. This 
is what occurred in the early 1980’3 and the result has been the devastation of an 
entire community as well as thousands of others. Government and industry must 
be prepared to respond before all the data is in if we are serious about protecting 
the health and safety of the users of blood and blood products. 

Many of the decisions made regarding viral contamination and the response of in- 
dustry and government have been rooted in economic concerns at the expense of 
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safety. Decisions regarding threats to the blood supply must always be made with 
safety as the highert priority; not cost/benefit analysis and what the cost will be to 
the manufacturers of blood products and the blood banking industir. For three and 
one half decades we have been far too focused on the cost side of tne equation and 
in eveiy instance people, human beings, have been harmed. 

We, as a nation, must understand that when we fail to prioritize safety over eco- 
nomic concerns, that ultimately the cost to the taxpayers is much higher in terms 
of treating those infected with virus’ such as hepatitis C and HfV. Applying the 
highest degree of technology available to gain the latest degree of safety possible, 
in the end result, will save this nation hundreds of millions, if not billions of health 
care dollars over the long haul. A substantive economic analysis, not based on short 
term cost and industry profits will surely demonstrate the long-term benefits to be 
gained from prioritizing safety over economic concerns. 

This was vividly demonstrated recently when the FDA, Blood Products Advisory 
Committee, of wluch I am a member, voted to recommend against mandatii^ P- 
24 antigen testing of all collected blood.. Adopting this test would close an existing 
window wherelw an HTV infected donor could donate plasma that would be infec- 
tious yet go undetected by antibody testing. 

This decision was made solely on the basis of what it would cost the nation’s blood 
banks to institute this testing. The committee was presented with a cost/benefit 
analysis prepared by the dire^r of a large San Francisco blood bank. His conclu- 
sions were that the test was more costly than it was worth, a conclusion I certainly 
did not agree with. The discussion centered on whether this was the best expendi- 
ture of the shrinking monies available for AIDS. The BPAC, dominated by blood 
bankers, was clearly in violation of its mandate regarding the safety of the blood 
supply. I do not believe that it is the job of the FDA and its BPAC to be considering 
how AIDS dollars are spent and then basing what should be a purely safety driven 
decision on that economic analysis. 

The only substantive issue that should have been considered was and is, will in- 
stituting P-24 antigen testing improve the overall safety of this nation’s blood sup- 
ply and will it reduce the risk of HIV transmission for the users of blood and blood 
products. I was absolutely stunned by the vote and felt a real sense of history re- 
peating itself. Only this time, I was sitting on the committee when it prioritized 
cost/benefit concerns over safety. I now had an insiders view of what occurred dur- 
ing the early and mid 1980’a. 

What was even more troubling than the vote was the apparent comfort of the 
FDA staff with this decision that would ultimately result in the devastation of more 
individuals and families from the nightmare that is AIDS. The only conclusion open 
to me after the vote was that very little had been learned from the HIV ^saster 
of the 1980’s and that conflict of interest remains alive and well at the FDA. 

Another example of economics taking precedence over safety is the issue of plas- 
ma pool size. Plasma derivatives such as factor VIII are fractionated from pools con- 
tainmg the plasma of up to twenty thousand donors. One infected donor can con- 
taminate an entire pool and anyone using products produced from that pool. The 
inherent danger of pooled plasma has been known since the second world war when 
the army began pooling plasma to be shipped to the Pacific theater. 

The only reason for these very large pools is industrial economies of scale. The 
smaller the pool, the lesser the risk to the users of blood products. This is a given 
and the only point that should be debated is what is the optimal pool size in terms 
of safety, not in terms of what is economical for industry. However when this issue 
was debated at the March 1995 meeting of the BPAC, economic concerns again took 
precedence. The result was that the BPAC decided to again delay any action regard- 
ing this critical safety issue. Again it is hard not to conclude that the process is in 
la^e part driven by conflict of interest as it is the industry supplying the data on 
this issue. 

The revolvii^ door between the FDA and the business of blood must be closed if 
we are to seriously protect the users of blood and blood products. The agency re- 
mains beholden, in many ways, to the very entities it is charged with regulating. 
The BPAC must be organized to reflect all concerned with blood safety and not just 
the interests of the blood banks and the manufacturers of blood products. We must 
legislate an independent FDA that is no longer totally dependent on those it regu- 
lates for analysis of data and modeling of decision problems. 

How can the FDA effectively regulate blood and blood products without independ- 
ent data and analysis regarding issues that critically impact the lives of the 3.5 mil- 
lion Americans who use blood and blood products each year. It is naive and dan- 
gerous to believe that we can depend on industry for data that is not influenced by 
industry’s economic bottom line. Conflict of interest significantly contributed to the 
hemophilia AIDS disaster, played a key role in the BPAC’s P-24 decision and will 
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continue to be a barrier to improved blood and blood product safety if it is not 
gressively addressed by the ConEress and those in the Administration tasked with 
being the guardians of the nation’s blood supply. 

Another area of grave concern is the nation’s blood and plasma collection system 
which is plagued by “accidents and errors” on a daily basis. Over the last 3 years 
we have seen numerous investigative reports in the nation’s media regarding the 
ongoing and dangerous problems at the American Red Cross and the private blood 
banks. What is even more troubling is that these credible reports represent only the 
tip of the iceberg. According to the June 27. 1994 US News & World Report, ‘^lood 
banks know that more than 100,000 individuals may have received blood harboring 
the virus that causes hepatitis C but have not alerted them”. The report also stated 
that the number of FDA logged accident and error reports from the nation’s blood 
banks had dramatically jumped from 1,000 in fiscal year 1989 to 10,456 three years 
later in FY 1992. 


Meanwhile in 1993 the FDA sued the American Red Cross in the federal courts 
in an attempt to improve safety at ARC blood centers. The court issued a consent 
degree that covered all aspects of ARC blood collection and distribution operations. 
As we speak, two years alter the court acted, the American Red Cross remains in 
non-compliance with serious problems continuing throughout the ARC system. 'This 
while the ARC continues to operate without a national computerized blood tracking 
system which would matlv increase ARC’s ability to track blood and plasma that 
was donated b^ an inTectea individual. A national tracking system could by housed 
at the FDA with terminals at every blood collection and processing facility in the 
country. The computer technolo^ certainly exists yet the FDA, the ARC and the 
private blood banks continue to £ag their ieet on this important issue. 

A good example of this tracking nightmare is the American Red Cross facility in 
Miami. In response to an anonymous letter sent to Senator Bob Graham of Florida 
by a lab techmcian at the Miami facility, an FDA inspector was dispatched to inves- 
tigate allegations of substandard lab conditions and tne shipping of blood with posi- 
tive viral markers for HIV and hepatitis C. The inspectors report contained one 
entry that stated that there was no final disposition paperwork for 2850 units of 
several blood components, 197 of which had ^sitive viral markers. When queried 
by a reporter from the Wall St. Journal about how they knew this bad blood had 
not been shipped to area hospitals the regional ARC director stated that, “we know 
that bad blood was not shipped because we count the shipping labels each day”. If 
this is how we are tracking oad blood then clearly the users of blood and blood prod- 
ucts remain in serious danger. 

We must create a truly independent FDA if we are to prevent an ongoing reoccur- 
rence of the hepatitis and HIV disasters. We must begin to learn from pact mistakes 
rather than continuing with business as usual in the regulation of blood and blood 
products. The FDA must wield the power given to it by the Congress rather than 
always attempting to gently move industry toward hieher standards. Over the last 
year I have consistently heard from FDA staff that cnanges will take many years 
to accomplish given the relationship with industry. From where I sit, we do not 
have years to wait unless we believe that consigning thousands of Americans to the 
nightmare of blood borne viruses is an acceptable option. 

^e Institute Of Medicine Report, “HIV & The Blood Supply; An Analysis Of Cri- 
sis Decision Making” did an adequate job of identifying where and some of the why 
regarding the breakdown of the regulatoiy system in the 1980’s. They cited conflict 
of interest, lack of regulatory independence and the glaring lack of coordination be- 
tween the different federal agencies that comprise the regulatory puzzle. They also 
cited a lack of independence on the part of the clinicians treating persons with he- 
m^hilia. 

The expert lOM panel also found that within industry, government and the medi- 
cal community that, “prevailing assumptions about medically accepted risks, espe- 
cially hepatitis, led to a complacency and a failure to act upon reports of a new in- 
fectious risk”. This cuts to the core of what troubles this nation's blood supply; a 
complacency to act that resulted in the devastation of nearly ten thousand persons 
with hemophilia from a blood borne pathogen that could have been prevented had 
the government and industry acted aggressively and with only one concern a prior- 
ity, safety. If we learn nothing else from this report, we must learn that safety must 
always be the priority and if we are to err, we must err on the side of protecting 
the users of blood and blood products rather than saving monies that ultimately will 
have to be spent many times over to cope with-those harmed by these misguided 
decisions. 

The recommendations of the lOM panel are, for the most part, sound and should 
be implemented. However, if they are implemented without the direct participation 
of the users of blood and blood products then we are right back where we started. 
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We support the establishment of a national blood safety council at the level of the 
HHS l^cretaiy but again this council must contain representation of all of the inter- 
ested parties; government, industry, the Red Cross, and aU of the communities that 
derand on blood and blood products. From our perspective this point is non-nego- 
tiable and imperative if we are to create the necessary changes in the business of 
blood. The council must also have the authority to ensure that federal agencies are 
cooperating and listening to one another when confronted with ememng threats. If 
the FDA had not ignored the related warnings of the Centers For Disease Control 
that the causative agent for AIDS was a blood borne pathogen, thousands in the 
hemophilia conununity would have been spared this nightmare that is HIV/AIDS. 

We must create an environment within which all of the interested parties can 
come together to ensure that this nation has the safest blood supply that is humanly 
possible. Along these same lines the FDA Blood Products Advisory Committee must 
also contain all of the communities that use blood and blood products. We believe 
that both the BPAC and the new HHS council should contain one third consumers 
if this process of change is to be successiul. Without this we will continue to barred 
form the forums where decisions are made that critically impact our very existence. 
The panel also called for the establishment of no-fault compensation funds to com- 
pensate those harmed by tainted blood and blood products; A recommendation we 
strongly support and are actively pursuing through the Ricky Ray Hemophilia Relief 
Act Of 1995, HR 1023. 

We must never forget that the issue of blood safety is about human beinm, indi- 
viduals and families, fathers, mothers, brothers and sisters. The hemophiua holo- 
caust is not an abstract construction. It is about families devastated by bad deci- 
sions in industry and govermnent. Decisions that prioritized economics over safety 
decisions that left this community feeling as if it were considered expendable by the 
industry, federal regulators and the medical community. We in the hemophilia com- 
munity are the early warning system for the nation’s blood supply. If it is contami- 
nated it will first surface in our community. This is exactly what occurred in the 
1980’s and it was fiindamentallv ignored by all parties except the CDC which no 
one cared to listen to. My family and thousands of other American families have 
been devastated and our lives can never be returned to what they were. However 
we can learn from this nightmare and use this opportunity to fundamentally reform 
the business of blood in this country. This is the challenge that we have undertaken, 
it is our hope that industry, the medical community, and government, especially the 
Congress will join us in this most important endeavor. 

Mr. SouDER [presiding]. Thank you. Dr. Penner. 

Dr. Penner. Mr. Chairman, members of the subcommittee, I 
want to thank you for inviting me to participate in these hearings 
on the topic of protecting the blood supply from infectious agents. 
My name is John Penner. I am professor of medicine and pathology 
at Michigan State University and a full-time academician with re- 
sponsibilities for patient care, research, and teaching in the field of 
hematology. 

In this respect, my experience over the past 40 years has in- 
volved me in the management of the hemophilia program in Michi- 
gan, a comprehensive hemophilia clinical center funded by the U.S. 
Department of Health and Human Services, a sickle cell program 
for mid-state Michigan, and various aspects of transfusion medi- 
cine. 

In addition, I have engaged in research on elements of blood co- 
agulation, including blood derivatives. These projects have been 
funded by the National Institutes of Health and private as well as 
State-owned industries. Also, until recently, I have served as a 
medical director and principal officer of a Remonal Red Cross Cen- 
ter as a part-time position contracted through my university. I be- 
lieve my experience relates closely to the topic in question and en- 
compasses all aspects of the problem under discussion. 

This past Saturday, funeral services were held for a 32 year-old 
hemophiliac patient that I had cared for since he was 5 years old. 
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He died of the consequences of AIDS, 1 of some 30 of my patients 
who has succumbed to the bloodborne HIV infection. 

The explosive nature of HIV and other retroviruses after enter- 
ing the blood supply has exposed many of the inadequacies in the 
blood banking practices throughout the country and has created 
the crisis atmosphere which now attends the production and use of 
all blood and blood derivatives. 

It is a tragic situation fueled by complacency in blood banking 
centers and industry. Many of our blood banking centers were cre- 
ated over 40 years ago as small community volunteer programs and 
were ill-equipped to respond to the HIV threat. 

Industry, on the other hand, failed to respond for other reasons, 
notably a lack of medically knowledgeable management and em- 
phasis on profit with a need to maintain productivity in a competi- 
tive market. 

The public has long enjoyed the sense that blood provided 
through the best of intentions by many volunteers, their neighbors 
in the communities, is not only life-saving but essentially risk-firee. 
Physicians also have left the burden of knowledgeable use of blood 
products to other and have avoided careful evaluation of these 
products. 

Although the public and health care workers have been disillu- 
sioned by events over the past 15 years, they unrealistically expect 
and demand complete, safe, and risk-free blood and blood products. 

In this context, the topics for this committee’s deliberation can be 
discussed. I have reviewed the report of the committee to study 
“HIV transmission through blood and blood products” and agree 
wholeheartedly with the contents and recommendations. 

Before addressing the issues framed by the subcommittee in its 
correspondence, however, I wish to bring to your attention a con- 
cern that I believe has been overlooked in attempts to produce a 
rapid correction of previous practices in blood banking programs. 

From the outset, it should be recognized that blood and its de- 
rivatives are human resources derived from a volunteer blood 
donor population and cannot be considered in the same term as a 
manufactured product. This resource is dependent on the fragile re- 
lationship between the blood center and the community. 

Any action that disrupts the relationship eventually will result 
in disappearance of the resource, as donors no longer give freely of 
their blood and time to volunteer. The centralization of blood proc- 
essing and the restrictive and sometimes inflexible regfulation im- 
plemented by the Food and Drug Administration have the potential 
to destroy this system. 

Furthermore, in disagreement with Secretary Shalala, as refla- 
tions have become the driving force, business managers have been 
placed in charge of blood centers and have virtually eliminated 
input from the physicians and the medical community. 

This lack of medical leadership will, in my opinion, lead to the 
alienation of the volunteer community and provide the opportimity 
for inappropriate decisions in the use of blood products. I would 
strongly recommend, and I mean strongly, a reinfusion of a com- 
munity’s physicians into the management of what is considered the 
blood banking industry. 
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I believe also that attention must be paid to physician and pa- 
tient education to assure that appropriate use of all blood products 
is made. And in this matter there has been a long history of neglect 
with little, if any, encouragement for the development of programs 
to inform physicians and the public of the risks associated with 
blood products and the need to determine therapeutic require- 
ments. 

With a grant from the National Institutes of Health we at- 
tempted to alter physician practices in relation to the use of plate- 
let concentrates ana fresh frozen plasma. We met with only partial 
success when we applied a variety of interventions in selected 
areas of Michigan. 

It was possible to obtain improvement in platelet concentrate use 
when physicians reduced their orders from 10 to 12 bags of plate- 
lets to a recommended 6 bags for patients with decreased numbers 
of circulating platelets who were at risk for bleeding complications. 

On the other hand, physicians failed to improve the appropriate- 
ness of their ordering practices and often administered con- 
centrates unnecessarily when platelet levels were decreased, but 
not to a degree that would require support. 

To return to the issues outlined by vour committee, emermng in- 
fectious agents of the blood supply, bacterial infections, although 
rare, continue to claim victims. One death in Detroit recently re- 
sulted from bacteria that can grow in the cold and remain unrecog- 
nized until infused. Yersinia Enterocolitica is the agent that I am 
speaking of. Bacterial growth also occurs frequently in platelet con- 
centrates maintained at room temperature. 

A contaminated platelet concentrate claimed a victim in Detroit. 
Excuse me, bacterial growth recently claimed a victim in Detroit, 
also as well in another city in Michigan, as a result of the growth 
occurring at room temperature in a platelet concentrate. A con- 
taminated platelet concentrate then represents a basic growth area 
for bacteria and represents a culture medium. 

Viral infection by Hepatitis C and new variants of hepatitis, 
cytomegalic and parvovirus and other retroviruses similar to HIV, 
to a limited degree, persist in the blood products and, despite at- 
tempts to screen and inactivate, will remain. 

Preventive measures to eliminate risk of infectivity have been 
implemented and appear to be effective in blood centers and indus- 
try. It is necessary, however, to continue to maintain a commit- 
ment to the following: 

One, a program of careful attention to blood drawing techniques 
and donor exclusion, with enforced guidelines and oversight; two, 
use of direct and surrogate tests to identify the presence of infec- 
tive agents; and, three, support for new initiatives to inactivate in- 
fective agents in blood and blood products. 

Now with respect to the HIV antigen kit: despite a very modest 
reduction in bloodbome HFV infections that could be achieved by 
impleinenting the HIV antigen assay, as described by the Advisory 
Committee, the public, as well as treating physicians, are unwilling 
to accept any risk that can be eliminated. 

The need to reassure the public that all measures are being 
taken to maintain blood safety is paramount and supersedes cost. 
Thus, the availability of an antigen test that will improve screening 



50 


of blood products cannot be disregarded. Public concerns must be 
met in order to exclude any additional loss of human life, as well 
as to improve the public image of the blood supply. I strongly sup- 
port the implementation of the HIV antigen kit and urge its accept- 
ance. 

Third, reorganization of the Blood Products Advisory Committee. 
It is apparent that the physicians and physician treaters have not 
had the opportunity to affect bureaucratic decisions and that indus- 
try and non-physician input in an advisory committee has not rep- 
resented the public well. A broader membership with inclusion of 
physicians knowledgeable in blood banking practices, as well as pa- 
tient care and representation from users, including members of the 
hemophilia and sickle cell communities, is required. 

Finally, the committee should have more than an advisory role 
and, perhaps, decisionmaking powers that can directly affect regu- 
latory efforts. Such a committee would be cognizant of concerns for 
maintaining the volunteer aspects of the blood supply. 

Fourth, Hepatitis C, transmission through blood and blood prod- 
ucts. Second and third generation Hepatitis C antibody testing has 
been employed effectively at the donor level; however, other related 
hepatitis viruses, although less common in the population, will re- 
quire screening when testing has been developed. Antigen testing 
also should be implemented to reduce the potential window period 
if and when ass^ kits can be developed. 

In addition, efforts must be made to identify all blood recipients 
at risk from donors’ previous blood collections once a positive hepa- 
titis test has been obtained. Therefore, lookback procedures must 
be given priority with full disclosure to the individual exposed to 
potentially contaminated blood. 

Finally, a need not addressed by the lOM report relates to the 
non-labeled use of blood bv-products by physicians. Cryoprecipitate, 
for example, is employed for Fibrinogen as well as for the von 
Willebrand factor replacement. There is no standardization of this 
product, and an alternative industry-produced concentrate of the 
von Willebrand factor has been approved only for its Factor VIII 
content. 

Presently, most of the patients with severe von Willebrand dis- 
ease are receiving these products as their only means of controlling 
hemorrhagic episodes. In my practice, I allow surgery to be per- 
formed on such patients, despite the fact that I am unsure of the 
quality and the content of the product that 1 have ordered. The po- 
tential for serious complications exists under these conditions and 
surely requires a solution that must be addressed by the FDA. 

In summarizing my comments, I would like to state that the 
safety of the blood supply has improved dramatically during the 
past 5 years; however, continued aggressive regulation of blood 
banking services and blood derivative industry is needed with the 
application of any and all new procedures that will screen infec- 
tious agents from the blood supply. 

To assure effective supervision of the blood products, a represent- 
ative committee should be selected for the purpose of guiding the 
FDA in its oversight of the blood products. 

Thank you for your attention. 

[The prepared statement of Dr. Fenner follows:] 
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Prepared Statement of John Penner, M.D., Michigan State Uniyerstty, 
College of Human Medicine 

I wish to thank the subcommittee for inviting me to participate in hearings on 
the topic ‘Ihotecting the Blood Supply from Infectious ^ents; New Standai^ to 
Meet New Threats”. My name is John A. Penner. I am a Professor of Medicine and 
Pathology at Michigan State University, and a full-time academician with respon- 
sibilities for patient care, research, and teaching in the field of Hematology. In this 
respect, my experience over the past 40 years has involved me in the management 
of the Hemophilia proj^am in Michigan, a Comprehensive Hemophilia Clinicm Cen- 
ter funded by the U.S. Department of Health and Human Services, a Sickle Cell 
Program for midstate Michigan and various aspects of transfusion medicine. In ad- 
dition, I have engaged in research on elements of blood coagulation including blood 
derivatives. These projects have been funded by the National Institutes of Health 
and private as welt as State owned industries. Also, until recently, I have served 
as a Medical Director and Principal Oflicer of a Remonal Red Cross Center in a 
part-time position contracted through my University. I believe nw experience relates 
closely to the topic in question, and encompasses ail aspects of the problem under 
discussion. 

This past Saturday, funeral services were held for a 32 year old hemophilic pa- 
tient that I had cared for since he was five years old. He died of the consequences 
of AIDS, one of some 30 of my patients who have succumbed to the blood borne HIV 
infection. 

The explosive nature of HIV and other retro viruses after entering the blood sup- 
ply has exposed the many inadequacies in blood banking practices throu^out the 
country, and has created the crisis atmosphere which now attends the production 
and use of all blood and blood derivatives. It is a tragic situation fueled by compla- 
cency in blood banking centers and industry. Many of our blood centers were created 
over 40 years ago as small community volunteer programs and were ill equipped 
to respond to the HIV threat. Industry on the other hand failed to respond for other 
reasons, notably a lack of medically knowledgeable managers, and emphasis on prof- 
it with the need to maintain productivity in a competitive market. 

The public has long epjoyed the sense that blood provided through the best of in- 
tentions by many volunteers, their neighbors in the community, is not only life sav- 
ing but essentiaUy risk free. Physicians also have left, the buraen of knowledgeable 
use of blood products to others and have avoided a careful evaluation of these prod- 
ucts. Althou^ the public and health care woikers have been disillusioned by events 
over the past 15 years, they unrealistically expect and demand completely safe and 
risk free blood and blood products. In this context, the topic for this committee’s de- 
liberation can be discussed. 

I have reviewed the report of the committee to study “HIV transmission through 
Blood and Blood Products” and agree, for the most part, with the content and rec- 
ommendations. 

Before addressing the issues framed by the Subcommittee in its correspondence, 
I wish to bring to your attention a concern that I believe has been overlooked in 
the attempts to produce a rapid correction of previous practices in blood banking 
programs. 

From the outset, it should be recognized that blood and its derivatives are a 
human resource, derived from a volunteer blood donor population, and cannot be 
considered in the same terms as a manufactured product. This resource is depend- 
ent on the fragile relationship between the blood center and the community. Any 
action that disrupts that relationship eventually will result in the disappearance of 
the resource as donors no longer give freely of their blood and time to volunteer. 
The centralization of blood processing and the restrictive and sometimes inflexible 
regulations implemented by the Food and Drug Administration (FDA) have the po- 
tential to destroy this system.* 

Furthermore, as regulations have become the driving force, business managers 
have been placed in charge of blood centers and have virtually eliminated input 
from physicians and the medical community. This lack of medical leadership will, 
in my opinion, lead to further alienation of the volunteer community and provide 
opportunity for inappropriate decisions in the use of blood products. I would strongly 
recommend a reinnision of community physicians into the management of what is 
considered a blood banking industry. 


^Destruction of some 500 units of blood, occurred in one of the Red Cross Centers as a result 
of an altered sentence in a laborato^ procedure for syphilis testing that differ^ by Hve woids 
from the manufacturers description. The manufacturer and the memcal advisors agreed that the 
assay results were not affected. A recall required notification of several thousand recipients. 
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I believe also, that attention must be paid to physician and patient education to 
assure appropriate use of all blood products. In this matter, there has been a long 
history of neglect with little if tiny encouragement for the development of programs 
to inform physician and the public of the risks associated with blood products and 
the need to determine therapeutic requirements. 

With a grant from the National Institutes of Health, we attempted to alter physi- 
cian practices in relation to the use of platelet concentrates and fresh frozen plasma. 
We met with only partial success when we applied a variety of interventions in se- 
lected areas of Michigan.^ It was possible to obtain improvement in platelet con- 
centrate use when physicians reduced their orders from 10 to 12 bags of platelets 
to a recommended six bags for patients with decreased numbers of circulating plate- 
lets at risk for bleeding complications. On the other hand, physiciEms failed to im- 
prove the appropriateness of their ordering practices and often administered con- 
centrates unnecessarily when platelet levels were decreased, but not to a degree 
that would require support. Use of fresh frozen plasma did not appear to improve 
with our approach, and definitely a strong educational program with frequent rein- 
forcement will be needed before any significant reduction in inappropriate use can 
be obtained. 


I. “emerging infectious agents of the blood supply” 

Bacterial infections although rare, continue to claim victims. One death in Detroit 
recently resulted from bacteria that can grow in the cold and remain unrecognized 
until infused (Yersinia Enterocolitica). Bacterial growth also occurs frequently in 
platelet concentrates maintained at room temperature. A contaminated platelet con- 
centrate claimed a victim in another Michigan city. Viral infection by Hepatitis C 
and new variants of Hepatitis, Cytomegalic and parvo virus and other retroviruses 
similar to HIV persist to a limited degree in blood products, despite attempts to 
screen and or inactivate them. 

Preventative measures to eliminate risk of infectivity have been implemented and 
appear to be effective in blood centers and industry. It is necessary, however, to con- 
tinue and maintain a commitment to the following; 

1. A program of careful attention to blood drawing techniques and donor exclusion 
with enforced guidelines and oversi^t. 

2. Use of direct and surrogate tests to identify the presence of infective agents. 

3. Support for new initiatives to inactivate infective agents in blood and blood 
products. 

II. “HIV antigen kit” 

Despite very modest reduction in blood borne HIV infections that could be 
achieved by implementing the HIV antigen assay, as described by the Advisory 
Committee, the public, as well as treating physicians are unwilling to accept any 
risk that can be eliminated. The need to reassure the public that all measures are 
being taken to maintain blood safety is paramount and supersedes cost. Thus the 
availability of an antigen test that will improve screening of blood and blood prod- 
ucts cannot be disregarded. Public concerns must be met in order to exclude any 
additional loss of human life, as well as to improve the public image of the blood 
supply. I strongly support the implementation of the HIV antigen kit and urge its 
acceptance. 

III. REORGANIZATION OF THE “BLOOD PRODUCTS ADVISORY COMMITTEE” 

It is apparent that the public and physician treaters have not had the opportunity 
to affect bureaucratic decisions, and that industry and non-physician input in an ad- 
visory committee has not represented the public well. A broader menJaership wth 
inclusion of physicians knowledgeable in blood banking practices, as well as patient 
care and representation from users, including members of the hemophilia and sickle 
cell communities, is required. Finally the committee should have more than an advi- 
sory role and pe^aps decision making powers that can directly affect regulatory ef- 
forts. Such a committee would be cognizant of concerns for maintaining the volun- 
teer aspects of the blood supply. 


*J.A. Penner, R. G. Bridgham, Intervention/Education to Improve Hemoetatic Product Use, 
Final Progress Report for Nat. Heart Lung & Blood Inst., Grant #HL33922-06, Submitted Feb. 
1992. 
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IV. “hepatitis c transmission through blood and blood products 

Second and third generation hepatitis C antibody testing has been employed elTec- 
tively at the donor level. However, other related hepatitis viruses, although less 
common in the population, will require screening when testing has been developed. 
Antigen testing also should be implemented to reduce the potential window period, 
if and when assay kits can be developed. In addition, efforts must be made to iden- 
tify all blood recipients at risk from a donor’s previous blood collections, once a posi- 
tive hepatitis test has been obtained. Look back procedures must be given priority 
with full disclosure to the individual exposed to potentially contaminated blood. 

CONCLUSION 

Finally, a need not addressed by the lOM report relates to the non-labelled use 
of blood by-products by physicians. Cryoprecipitate, for example, is employed for 
Fibrinogen as well as for von WiUebrand factor replacement. There is no standard- 
ization of this product and an alternative industry produced concentrate of the von 
WiUebrand factor has been approved only for its factor VllI content. Presently, most 
of the patients with severe von WiUebrand disease are receiving these products as 
their only means of oontroUing hemorrhagic episodes. In my practice, I allow sur- 
gery to be performed on such patients despite the fact that I am unsure of the qual- 
ity and content of the product I’ve ordered. The potential for serious complications 
exists under these conditions and surely requires a solution that must be addressed 
by the FDA. 

In summarizing my comments, I would like to state that continued aggressive reg- 
ulation of blood banking services and the blood derivatives industry is needed with 
application of any and all new procedures that will screen infectious agents from 
the blood supply. To assure effective supervision of blood products, a representative 
committee should be selected for the purpose of guiding the FDA in its oversight 
of blood products. 

[Note. — Due to high publication costs, the “Intervention/Edu- 
cation to Improve Hemostatic Product Use” final progress report 
can be found in subcommittee files.] 

Mr. SouDER. Thank you. Dr. Gilcher, I want to say that I have 
been pretty liberal with the 5-minute rule thus far. And you have 
a fairly lengthy statement. So if you — I don’t think I have any more 
bones in my body to be more liberal than I have been. But if you 
can summarize some and we will be flexible with you. 

Dr. Gilcher. Mr. Chairman, committee members, and other par- 
ticipants, I am Dr. Ron Gilcher, president of the Sylvan N. Gold- 
man Center Oklahoma Blood Institute and have been involved in 
transfusion medicine for over 20 years. 

I am pleased to testify today on issues concerning the safety of 
our Nation’s blood supply. In particular, I will focus on the first 
two questions asked of me regarding the emergence of infectious 
agents into the blood supply and HIV antigen test kit review is- 
sues. I will also briefly comment on Hepatitis C transmission 
through blood products. 

A number of infectious agents, including Chagas Disease, new 
forms of hepatitis such as Hepatitis G, and other parasites and 
bacterial agents, are emerging in our blood supply as the world’s 
population becomes more global in their travels. Other infectious 
agents such as HIV— 1 and II, HTLV— I and II, and Hepatitis B and 
C, still continue to be transmitted through blood product trans- 
fusions, although at a very low rate. 

Other emerging transfusion-related issues, as of yet unclear as to 
their cause, include immunologic suppression and susceptibility to 
malignancy diseases not yet proven to be transmitted through 
transfusions include the prion diseases, of which Creutzfeldt-Jakob 
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Disease, a fatal neurologic disease, is now of concern to plasma de- 
rivative manufacturers. 

Careful and strategic planning now may prevent a repeat sce- 
nario of the past which resulted in devastating AIDS morbidity and 
mortality in transfusion recipients and hemophiliacs. 

A safety model developed and used at the Oklahoma Blood Insti- 
tute for over 10 years and outlined as Enclosures 1 and 2 in my 
written testimony, focuses on six broad categories for enhancing 
blood product quality and safety. Although each is pertinent, the 
fourth category of new or improved testing relates to the issues of 
HIV-I antigen testing. 

Antigen detection based tests make scientific sense when the 
antigen is detectable by current technology because it allows for 
earlier detection of the infectious agent since it is a direct test. 
Antibody detection based tests are indirect measures of an infec- 
tious agent and have a longer window of infectivity until the anti- 
body is detectable. 

This is true for Hepatitis B and is the reason why Hepatitis B 
surface antigen testing is done along with the antibody to the Hep- 
atitis B core antigen, an antibody detection based test. The same 
is potentially true for detection of the human immunodeficiency 
virus where the antigen detection based test will allow earlier de- 
tection of HIV in donated blood. 

The Oklahoma Blood Institute identified and documented an HIV 
window donation by testing a repository sample of a July 19, 1989, 
HIV antibody-negative donation with the HIV antigen test. That 
sample tested positive for HIV-I antigen and the recipient was con- 
firmed HIV-I positive. 

A prospective HIV-I antigen donor testing study was then begun 
in May 1991, and it confirmed a second donor positive for HIV-I 
antigen and negative for HIV antibody in May 1994. This time 
transmission of HIV was prevented. 

This data and other investigators’ data on HIV antigen testing 
was presented at the Blood Products Advisory Committee meeting 
on June 23, 1995, at which time the BPAC concluded that HIV- 
I antigen testing was not a cost-effective public health measure and 
that dosing the HIV window was, in fact, not cost-efFective at all. 

When cost becomes the major concern and controlling force, med- 
ical progress is impeded. Inappropriate cost-benefit analysis may 
impede or stop consideration of a procedure, process, or test before 
a complete assessment of the benefits versus the risks has oc- 
curred. Clearly, this was the case with respect to the BPAC deci- 
sion to not support licensing for the HIV-I antigen test for donor 
screening. 

The decision on August 10, 1995, by the Food and Drug Adminis- 
tration to institute HIV-I antigen testing is clearly a first step to- 
ward closing the window on transfusion-associated HIV. 

The Oklahoma Blood Institute has extensively evaluated the Ab- 
bott Laboratories short incubation HIV-I antigen test over the last 
4 years by prospective testing under an IND granted through the 
FDA and has demonstrated its effectiveness in detecting donors in- 
fected with HIV. This test kit is one of several currently under li- 
censure evaluation by the FDA. 
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The overall impact of this test on our routine laboratory oper- 
ations has been minimal. Implementation of this test for mass 
donor screening can be successfully accomplished using similar 
compatible testing systems. 

Another disease, Hepatitis C, still remains a major transfusion 
transmitted disease and is not likely to be decreased further by the 
current antibody detection based test kits. This is because of the 
loim window of 11 to 12 weeks before antibody is detectable. 

Conversely, an antigen detection based test kit such as Hepatitis 
C Virus polymerase Aain reaction testing may shorten that win- 
dow to 3 weeks. Cost modeling should not be used to impede re- 
search with PCR or PCR-like techniques. 

In summary, the decision to use cost as the reason not to do 
something must ultimately be decided by the patient as a consumer 
and Congress. 

Thank you. 

[The prepared statement of Dr. Gilcher follows:] 

Prepared Statement of Ronald Gilcher, M.D., Oklahoma Blood Center 

This testimony is in response to the letter received October 4, 1995 requestii^ my 
response to: (1) emerging mfectious agents in the blood supply, (2) the status offlIV 
antigen test kit review W the FDA, (3) reorganization of the Blood Products Advi- 
sory Committee, and (4) Hepatitis C transmission through blood and blood products. 
The comments which follow will address these issues as well as general issues on 
blood safety. 


1. GENERAL COMMENTS: 

The evolution of transfusion and blood product safety in the United States over 
the last 25 years clearly demonstrates the need for a proactive process to enhance 
safety as opposed to the typically reactive pasture that has and continues to drive 
safety issues. Better plsuinmg and less crisis intervention medicine possibly could 
have reduced the mortality and morbidiW of blood product recipients from both HIV 
(AIDS) and hepatitis (Hepatitis B and C), Careful and strategic planning now may 
obviate similar outcomes in the future. 

The health care forces of the 90’s are cost, access to medical care, and quality of 
care, whereas in transfusion medicine the driving forces are cost, regulation, avail- 
ability of blood products, and quality/safety of blood products. When cost and regula- 
tion become the primaiy focus and controlling forces, medical progress is impeded. 
Inappropriate coat benefit-analysis may impede or stop consideration of a procedure, 
process, or test before a complete assessment of the benefits versus risks has oc- 
curred. Inappropriate regulatory constraints may also impede the cpiality of care 
while driving up costs unnecessarily. 

As an example, it is illogical today to allow certain blood products (irradiated 
blood and leukocyte reduced blood products) to be shipped intrastate but not be per- 
missible to be shipped interstate because the FDA still has not defined the licensing 
standards for quahty and content. This has resulted in unnecessary delays and re- 
duced ^ality of care. A blood product not safe for interstate shipment and trans- 
fusion is not safe for intrastate shipment and transfusion. This is just one example 
of how patient care is impeded and costs are increased by unnecessary regulatoiy 
delays and complexities. Another example is the absence of donor reentry criteria 
for clearly false positive tests which leads to a loss of the best repeat donors (e.g. 
false positive antibody tests to Hepatitis B core antigen). 

The closure of the HIV infection “window” is another example of how a primary 
focus on cost could have shut down all attempts to close ‘'window” HIV trans- 
missions through blood transfusion. On June 23, 1995 the Blood Products Advisory 
Committee decided it was not a cost effective public health measure to screen donor 
blood for HIV-1 antigen even though the members voted unanimously on the valid- 
ity of the test. In fact, the general conclusion of the BPAC was that any measure 
to close the HIV “window” was not cost effective. 

The decision to use cost as the reason not to do something must ultimately be 
decided by the consumer and congress. 

A model for transfusion and blood product safety was develtmed by the Oklahoma 
Blood Institute in 1985 to allow strategic planning for the future with regard to 
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these issues. That model is seen in Enclosure 1 with examples in Enclosure 2. This 
model has allowed our blood center to develop an approach to transfusion and blood 
product safety that has and continues to provide safer and higher quality blood 
products as well as being cost effective. All plasma and platelets supplied to Okla- 
homa member hospitals are from pedigreed (frequent repeat) donors with a full 
transfusion dose being collected from one donor. 

The creation of a repository of donated blood samples since September 1987 hsis 
allowed our research staff to evaluate new reagents such as the HIV-1 antigen test 
which has been under investigation since May 1991 at the Oklahoma Blood Insti- 
tute. This blood sample repository has allowed our blood center to test a blood prod- 
uct previously donated in 1989 and confirm the first documented “window” trans- 
mission (Enclosure #3). Blood research under BB-IND #3894 to do prospective HIV 
antigen testing detected a donor on May 10, 1994 who was HIV antigen reactive 
and HIV antilMdy negative. This prevented transmission of HIV-1 to potentially 
multiple recipients. (Enclosure #4) 

The model continues to be valid and changes are made to continue the focus on 
safety and quality. The concept of erring on the side of safety is continually used 
in the modeling process. 


11. SPECIFIC comments: 

A. Emerging infectious agents in the blood supply: A number of infectious agents 
are emerging and will continue to emerge as the populations of the world become 
more global in travel. New infectious agents as of yet unknown, but suspected to 
be in blood and possibly transmissible by blood elements are gaining recognition. 
Some of these are as folfows: 

(1) Chagas Disease: Chagas disease is caused by a blood parasite called 
Trypanosome Cruzli and is common in Latin America and Mexico, and is clearly 
transmissible by blood products. 

(2) Creutzfeld-Jakob Disease: CJD is thought to be a prion disease (Scientific 
American, Vol. XVIII, pages 48-57; January 1995). Transmission through blood re- 
mains unproven. 

(3) Babesiosis: This is a tick bom parasite that is transmitted through transfusion 
in certain parts of the United States. 

(4) Other Viruses: Cytomegalovirus, Epstein Barr Virus, and Human Parvo Virus 
B-19 are occasionally transfusion associated. 

(5) Bacteria: Contaminated blood due to inadequate arm sterilization preparation 
or bacteremia within a donor is a potentially serious problem in some blood products 
such as red blood cells and platelets. 

(6) Malaria: Malaria is a serious problem in other parts of the world but not in 
the USA, although I have seen two cases of transfusion transmitted malaria from 
African immigrants, who passed all FDA and MBB criteria for blood donation. 

(7) Immunmonc Suppression: Immunolomc suppression has not been adequately 
documented in human models but clearly has been documented in animal models. 
Existing animal data suggests that the mononuclear cells within blood are respon- 
sible and when removed by leukocyte reduction strategies the immunologic suppres- 
sion does not occur. It is unknown whether this is due to a transmissible agent. 

(8) OncoTCnic Potential: There may be, as of yet, undefined tumor producing vi- 
ruses or other agents which may cause malignancy in susceptible transfusion recini- 
ents. Animal models suggest that white blood cells (mononuclear cells) within the 
blood product may be associated with this tumor producing jwtential. 

(9) Hepatitis: New forms of hepatitis such as Hepatitis (5, have now been identi- 
fied and have clearly been shown to be transmitted through blood. 

The approach to recognize, remove or prevent infectious agents in blood intended 
for transmsion purposes is critical. Testing may be able to recognize the a^nt di- 
rectly (antigen based tests including polymerase chain reaction) or indirectly (anti- 
body based tests). Leukocyte reduction through filtration or other means may re- 
move enough of the infectious agent to prevent recipient infection. Viral inactivation 
technology may prevent transmission of some viruses but not others, depending on 
the virus inactivation technology used. 

When the agent remains unidentified, strategies to remove sources of potentially 
infected elements of blood may be prudent and cost effective in the future. For ex- 
ample, le^ocyte reduction (removal) of white blood cells may prevent transmission 
of infectious agents totally contained within white blood cells. The retroviruses 
HTLV-I and 11 are completely contained within mononuclear cells. Rernoval of those 
cells could add an additional measure of safety because current testing has been 
documented to miss some infected individuals. The use of viral inactivation tech- 
nologies to inactivate free and intracellular viruses as well as combining white cell 
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removal technology or technology to inactivate cells containing viral genomes will 
soon be possible. 

If prions are proven to be the transmissible agent for diseases like CJD and if 
prion diseases are transmissible by blood, new technologies will be required to inac- 
tivate prions. On the other hand, use of single donor blood products to reduce recipi- 
ent donor exposure and reduction of ix)ol size during commercial processing of plas- 
ma into plasma derivatives will reduce the chance of this type of disease trans- 
mission. 

Current viral inactivation technologies such as solvent detergent treatment could 
become a two edged sword, however. Althou^ solvent detergent technology has 
proven useful for viral inactivation of viruses with lipid envelopes, it does not inac- 
tivate viruses without lipid envelopes and would not inactivate prions. To use sol- 
vent detergent processes to treat pooled plasma as replacement of current fresh fro- 
zen plasma (a single donor product) could prove to be a mistake. Erring on the side 
of smety must be a part of the strategic planning process with respect to transfusion 
and blood product safety. 

B. Status of HIV-l Antigen Test Kit Review by FDA 

The use of “antigen” based tests makes scientific sense when the antigen is detect- 
able by current technology, because it allows for earlier detection of the infectious 
agent. Such is the case with the current use of Hepatitis B surface antigen testing. 
Multiple technolomes that can screen for viruses and other infectious agents directly 
now exist and indude enzyme immunoassay (EIA) systems, polymerase chain reac- 
tion (rcR), and other technologies. The decision to use a particular test methodolo^ 
for mass screening is dependent on the sensitivity and specificity of the test, the 
ability to automate the test, length of time to perform the test, and ultimately the 
cost of the test. All of this is true for HIV-1 antigen testing. 

The consideration to use the current HIV-1 antigen detection based test is only 
the first step in “closing” the infectious window for HIV-1 transmission through 
blood. Recent studies have shown that DNA-PCR is no better than the HlV-1 anti- 
gen based test with respect to sensitivity whereas RNA-PCR is a more sensitive 
test. However, HIV-1 antigen based testing can be automated and is relatively inex- 
pensive compared to PCR and can be done now.. 

A long incubation (24 hours approximately) HIV-1 antigen test (Abbott Labora- 
tories HIVACJ-l) was licensed by the FDA (July 1989) for the detection of Human 
Immunodeficiency Virus type 1 (HIV-1) antigens in human serum or plasma. It is 
intended to be used to aid in the diagnosis and prognosis of patients with HIV-1 
infections but is not intended as a screening test for donated blood or plasma. This 
test is not practical for blood bank/transfusion medicine use because of the delays 
imposed on blood product release (e.g. platelets) when a research based shorter incu- 
bation (3V2 hours) HIV-1 antigen test could be licensed and made readily available. 
The Oklahoma Blood Institute has used the short incubation HIV-l anti^n test of 
Abbott Laboratories under IND #3894 since May 5, 1991 to do prospective testiM 
to determine the incidence of “window” donations, i.e. HIV antigen positive HIV 
antibody negative donation.. 

This short incubation test was used by OBI to document an HIV-l “window” 
transmission from a repository sample of a donation made in 1989. This report was 
the first documented window transmission in the world. (Enclosure #3) I^spective 
testing with the Abbott short incubation HIV-l antigen test detected a donation on 
May 10, 1994 that was non reactive for antibody to HIV-l, but reactive by the anti- 
gen based test to HIV-l. This resulted in prevention of transmission of HfV-l to 
any potential recipient and again documented for the second time within our blood 
center system the value of HIV-l antigen testing. The number of donations between 
the first and second antigen positive donations was approximately 676,000. If this 
was representative of the incidence in the United States, then the HTV-1 antigen 
test would detect approximately 21 HIV-l positive donations out of the 14 miluon 
whole blood donations made per year. The number of transmissions however would 
be greater based on approximately 1.5 products per donation. (Clearly, some of these 
transfusion recipients would die from their primary disease tefore HIV could be 
manifested as AIDS, but others, not realizing they were infected with HIV— 1, would 
unknowitiKly infect other individuals. However, to use this as a reason not to test 
is flawed thinking in my opinion. 

There is currently only one licensed test (Abbott Laboratories HIVAG-l) to per- 
form HIV-l antigen testing. In addition, Abbott Laboratories, Organon Teknika, 
and Coulter/Ortho have unlicensed short incubation HIV antigen teats. At least two 
of these tests (Abbott and Coulter/Ortho) have been submitted to the FDA for licen- 
sure. None of the short incubation tests have been licensed as of October 10, 1995. 

Critical to licensing one or both of these tests is the availability of an adequate 
number of reagent test kits produced in a timely manner so that all blood donations 
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can be teated immediately upon licensure. Blood centers must also have equipment 
and must have been trained to do the testing upon licensure. 

The announcement by the FDA on August 10, 1996 recommending HIV-1 antigen 
screening of donor bloM in response to Uie July 12, 1995 letter m Representative 
Shays is the first step to initiate the process of putting HIV-1 antigen screening 
of donor blood in place. Hopefully, unnecessary delays will not occur. 'Die Oklahoma 
Blood Institute has clearly documented the validity of HIV-1 antigen testing with 
the Abbott short incubation test in mass screening of donors (over 500,000 dona- 
tions) prospectively since May 5, 1991. 

C. Reorganization of the Blood Products Advisory Committee: The purpose of the 
Blood Products Advisory Committee to the FDA was originally to provide evaluation 
of data related to safety, effectiveness, and labeling of blood and blood products and 
to make appropriate recommendations to the FDA Commissioner and to other des- 
ignated Health and Human Services personnel. 

The purview of the FDA is to focus on product purity, safely and eflicary. Cost 
is not and should not be the prima^ concern of either the FDA or the BPAC in 
evaluating blood products or testing. Unfortunately, the BPAC decided that cost was 
within their authority and responsibility and recommended against HIV-l antigen 
screening of donor blood even though previously voting unanimously to accept the 
HIV-l antigen data as valid. 

With this in mind, the reoiganization of the BPAC should include at least four 
groups of individuals: (1) physicians knowledgeable in transfusion medicine, (2) phy- 
sicians outside of transfusion medicine but representing the clinical practice of med- 
icine, (3) consumers of blood products such as blood recipients or plasma derivative 
recipients (hemophiliacs), (4) industry representatives who are knowledgeable of in- 
dustry and technology. 

In addition, the major blood banking organizations should be represented within 
the blood bank physician group or the industry group and should include a rep- 
resentative from American Association of Blood Banks, American Red Cross, Coun- 
cil of Community Blood Centers, and American Blood Resources Association. 

Conclusions of the BPAC should be treated as advisory only, with final decisions 
made completely by the FDA after careful evaluation of the data and the use ofpji- 
vately acquired experts. The selection of BPAC members should not be by the FT)A 
but should be independent of the FDA. 

Finally, if the recommendations of the Institute of Medicine are followed the 
BPAC and the Blood Safety (Council must be clearly differentiated as to mission and 
objectives. Recommendation #2 of the Institute of Medicine is to establish a Blood 
Safety Council to assess current and potential future threats to the blood supply as 
well as proposed strategies to overcome these threats, evaluate the resranse of the 
Public Health Service to these proposals and monitor implementation of these strat- 
egies. 

D. Hepatitis C transmission through blood and blood products: The transmission 
of hepatitis C (previously non-A, non-B hepatitis) remains an important issue today 
even with the second generation anti-HCV test. Hepatitis C is a good example of 
a virus that was initiaUy unsuspected until hepatitis A and B viruses were defined. 
Only then was it realized that there still existed a significant amount of transfusion 
associated hepatitis. 

Hie use of the surrogate markers ALT (alanine aminotransferase) and anti-HBc 
(antibody to the hepatitis B core antigen) significantly reduced transmission of Hep- 
atitis C. With the advent of anti-HCV testing and esj^cially the second generation 
test, the need for these surrogate markers was eliminated for anti-HBc and dra- 
matically reduced for ALT. 

An NLH Consensus Conference in January 1995 concluded that ALT testing was 
unnecessary and added little value in early aetection and prevention of transmission 
of Hepatitis C. However, it is clear that ALT elevation in acute Hepatitis C occurs 
before serological conversion to anti-HCV reactivity occurs. ALT elevation occurs ap- 
proximately ei^t weeks after the primary infection, whereas seroconversion is three 
to four weeks later (11-12 weeks after the primary infection). Raising the ALT cut- 
off or eliminating ALT testing will result in a very slightly increased number of 
transfusion transmitted H^atitis C cases. 

The real problem with Hepatitis C transmission through blood products is the 
long “window” of approximately 11-12 weeks from the primary infection to 
seroconversion. For plasma derivatives prepared from pooled plasma sources, the 
use of viral inactivation technology will probably prevent HCV transmission but this 
is not the case for other blood components. HCV-PCR testing can detect the pres- 
ence of the HCV genome approximately three weeks after the primary infection but 
HCV-PCR is not a technology that is currently available for mass screening. 
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Until such testing becomes available reduction in transfusion associated HCV 
transmission could best be accomplished by utilizing a higher percentage of repeat 
donors that have previously tested negative for anti-HCV. 

SUMMARY: 

(1) The benefits of doing a teat or developing a new or better blood product can 
be unnecessarily impeded by focusing too early on the issues of cost. The result is 
that aU progress is stopped and the end point is never achieved such as closing the 
HIV “window”. Risk benefit analysis is a much more important focus than a cost 
benefit analysis in the early evaluation of a test or blood product. 

The FDA and its advisory group, BPAC, must focus on their defined mission 
which is safety, purity, and efficacy, and not employ cost modeling as a method to 
impede scientific progress and discovery. 

(2) Strategic planning and modeling are critical to the design in inmlementation 
of processes to assure a safer blood supply. The six point Okl^oma Blood Institute 
model outlined on Enclosure #1 focuses on multiple approaches aimed at a safer 
blood supply. 

(3) Emerging transfusion associated infections in the United States are in part 
due to wider global travel and to new agents as well as recognizing that unidentified 
infectious agents may be of importance in the future. The prion mseases are an ex- 
ample of a group of diseases that are, as of yet, not proven to be transmitted 
through transfusions. However, putting in place a process to minimize the risk of 
transfusion transmission by decreasing pool size of plasma derivatives and empha- 
sizing single donor products for regular blood components would be proactive in- 
stead of reactive. 

(4) Hepatitis C transmission through blood product transfusions is unlikely to de- 
crease significantly with current EIA anti-HCV testing technology because of the 
long interval (11-12 weeks) from infection to detectable seroconversion. New testing 
technologies such as HCV— PCR when automatable will narrow the infection win- 
dow. Until then, processes aimed at increasing the frequency of blood donations 
from single individuals will help decrease transfusion associated HCV infections. 


ENCLOSURE #1 

OKLAHOMA BLOOD INSTFrUTE’S SAFETY MODEL FOR TRANSFUSION PRACTICE AND BLOOD 

PRODUCT USAGE 

I. Autologous Blood Products and Services: 
n. Pedigreed/Frequent Repeat Blood Donors: 
ni. Single Donor Products; 
rV. New/Improved Testing and Procedures: 

V. Inactivation/Removal of Risk Agents: 

VI. Substitution of Non Risk/Lower Risk Products and Procedures: 


ENCLOSURE #2 

OKLAHOMA BLOOD INSTITUTE’S SAFETY MODEL FOR TRANSFUSION PRACTICE AND BLOOD 

PRODUCT USAGE 

EXPLANATION AND EXAMPLES 

I. Autologous Blood Products and Services: 

A. Preoperative donation of blood products 

B. Intraoperative salvage of RBC’s (red blood cells) 

C. Postoperative salvage of blood from surgical wound drainage 

D. Patients for elective surgery should be aware of the above options A, B & C 

II. Pedigreed ! Frequent Repeat Blood Donors: 

A. Encourage donors and develop donation programs using recognition methods, 
special benefits such as cholesterol testing, ana acceptable non-monetary incentives. 

B. Frequent repeat donors generally have a greater sense of responsibility and un- 
derstanding of the impact of their donation on the recipient. 

C. Multiple donation screening (testing) reduces the chance that the donor is in- 
fectious. 

D. Patients electively (non-emergency) should be advised that a frequent repeat 
donor is less likely to carry and transmit a known infectious agent. 
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III. Single Donor Products: 

A. Platelets from a single donor obtained by an apheresis donation provides the 
equivalent of pooled platelets from 6-12 whole blood donations thus reducing donor 
exposure. 

B. Fresh Froze n Plasma (FFP) from a single donor reduces donor exposures 3 x 
compared to FFP from whole blood. 

C. These donors tend to donate regularly and are less likely to transmit known 
infectious agents. 

D. Quality of products can be higher due to possibility of quality controlling each 
product for content and other factors. 

TV. New I Improved Testing and Procedures: * 

A. Improved versions of current testing with increased sensitivity and specificity. 

B. New tests designed to detect new infectious agents in blood or a new test de- 
sired to detect a different marker. For example, antibody detection tests (anti 
HIV-1/2) can only be reactive after the human immune system produces an anti- 
body whereas antigen detection tests (HlV-antigen, hepatitis B surface antigen, 
HBV-PCR) look for the virus or viral component directly. 

C. Improved computer tracking procedures, elimination of manual procedures in 
testing, and information tracking, blood labeling, and blood distribution from the 
blood center and from the hospital blood bank to the patient would signiHcantly re- 
duce errors that result in patient morbidity or mortality. 

V. InactiualioTt ! Removal of Risk Agents: 

A. Viral inactivation technology of all blood products has areas possibilities for the 
future. 

B. Leukocyte reduction technologoy (white blood cell removal filters) has the po- 
tential to prevent transmission of CMV, HTLV-I, HTLV-II, other intracellular vi- 
ruses such as HVZ, EBV, and possibly even unknown viruses such as tumor produc- 
ing viruses, as well as reducing immunologic sensitization and immunologc sup- 
pression. 

C. Irradiation of blood can prevent TAGVHD 

VI. Substitution of Non Risk /Lower Risk Products and Procedures: 

A. Use of virally inactivated blood derived products such as albumin (decades of 
safety data) instead of a higher risk product such as whole blood derived fresh fro- 
zen plasma. 

B. Avoidance of pooled blood products where single donor products can be used. 

C. Use of growth factors (errthropoetin for red blood cells, granulocyte colony 
stimulating factors for certain WBC’s) to replace blood products. 

D. Physician education on use of autologous procedures and products vs. blood 
products from another person. 



Enclosure #3 


60 BOOK OF ABSIRACTS AABB 

1990 

S237 ^ S239 
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Chfci>4lT . jT Bp«f ift » w>d r. A^lrod . 

Sylvaa P. daia~Z«Bt«rr OklahOM Blood 
lA»titnt«« MclPtaM Cl^f 0K| Peed t 0ni9 
AdMlBietratiOBi and AMrleui Blood lAStlcote* 
Lee Anpeleer CA. 

A 47 year eld woMii vlBh no BIV risk fac-** 
ter* ludervent aitral valve raplaeeiaant and 
required heooloqoa* blood tranefuaien*. Xll 
transfused units wars anti-BIV non-rasetlve. 
The donor of on* of the transfused units do- 
natod again exactly 5C days after the pre- 
vious donation and was anti-HIV reactive by 
£IA end western blot positive. A repository 
plasaa saisple free the original donation wes 
retested for BXV antibody end rentained nen- 
reaetlve. The repository plesaa saaple free 
the original donation in 19B9 was also test- 
ed for BZV-1 antigen by the Abbott long in- 
cubation licensed reegent and was reactive. 
Meutrallsatlon testing confined the reactive 
NZV antigen. An aliquot of the repoeitory 
plasea aasqile was tested by the PDA's retro- 
virology laboratory with S ■anofaeturer's 
antl-BIV-1 BIA reagents and was non-reaetive 
by all. ttM recipient of the anti-HXV neg- 
ative HIV antigen reactive unit is now anti- 
RIV positive. This ease docu m ents RIV trans- 
nission by a "window* donation, demonstrating 
the value of a aerun/plasma repository in 
documenting HIV "window” transmiasioas. 
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S.J. Hetblsit, R.T. SehuBicher, P.E. fiarrstt. and 
X. Hoff. Pasaachussttt State Caheratery, TSkI, 
Beaten. HA and Beaten Btemedica Inc. Heat 
Brldgawatsr, HA. 


Detection of Anti-HIV In recostly infected 
donora la crucial to prevent tranaeiaalen of HtV 
Infection via bleed aredueta. Wa eeloetad II 
randee doner unita that were berdcrlina rtactive 
for anti-HIV in EIA acreenlM teata and cenflread 

K aitiva by iHunoblot (COC/ASTPKLO criteria). 

on did further testing for IgA and M HIV anti- 
bodies by t■Mneblet after rveoval of ig€ with 
preteie B. All IS had detectable IgA HlV 
Mtlbediea and 14 had IgN HIV antibodies. The IS 
specinens were then tested with B rDA-licens^ EIA 
teata. each by 2 independent laboratories. Twe of 
the 9 EIA netnedf found all IS units positive by 
both laboralBriei. Sevee netheds feuM 1 to S of 
the IS units nsgativs. la an attsapt ts anhanct 
EIA ssnsltivlty, we addad snxjime-csnjugatsd anti- 
IgA or anti-lgN to tha hit tnijm-e^ugatsd 
reagant. For S of 8 kits, this nodificatisa 
inersasad the O.D. values of falsely negative 
tpeciaena to the positive range. He conclude that 
liconaod EIA testa vary la ability te detact IgA 
and IgH antibodies and that EIA aansitivity might 
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S238 


S240 
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DEmmON OF RIV-1 FROYIRAL WA ARB RIV-1 MA 
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Nealth. Tokyo, Japan. 
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Leek-beck products frew the earlier donation, from 
donor #2, were not transfueed. The platelet eeiventate 
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end the recipient la entl-HIV negative. 
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futurs donation. 
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PROSPECTIVE HIV ANTIGEN (p24 ANTIGEN) TESTING; 

DONOR DETECTION. RO Gllcher . JW Smith . LO Belcher , 
and LK Cha nd ler. Sylvan N. Goldman Center, 

Oklahoma Blood Institute. Oklahoma City, Oklahoma. 

Background: Prospective research HIV antigen 
testing to determine the incidence of "window* 
donors (HlV-antigen positive/HIV- antibody negative) 
was begun Hay 5, 1991 under IND #3894. He 
previously reported the first documented "window" 
transmission from a repository sample that was p24 
antigen positive and HIV antibody negative. 

Hethods: Abbott Laboratories monoclonal p24 
antigen has been used to test the majority of blood 
donations since Hay S, 1991. The remainder have 
been tested with Abbott's polyclonal pea antigen 
test. 

Results: On Hay 10, 1994 an HIV-antigen positive/ 
HIV antibody negative donation was found by the 
monoclonal p24 antigen test and subsequently 
confirmed by Western Blot. This occurred on 
donation number 451,573 following the beginning of 
p24 antigen testing. From the original repository 
"window" case (previously reported) to the 
occurrence of this prospective "window" detection, 
there were approximately 676,000 donations. 

Conclusion: This report is the first documented 
"window" donation in the USA detected prospectively 
and resulting In prevention of transmission of HIV 
to a blood recipient using p24 antigen testing. 
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Mr. SouDER. Thank you very much, and I thank the whole panel. 
We are going to recess for a vote and then we will ask questions. 
The committee stands in recess. 


[Recess.] 

Mr. Towns [presiding]. Let me begin by thanking the witnesses 
for their testimony and start the questioning with you, Dr. Penner. 

You stated in your testimony that the restrictive and sometimes 
inflexible regulations implemented by the FDA have the potential 
to destroy the system of donating and. blood banking. 

What do you really mean by that? 

Dr. Penner. We have had a number of incidents. For example, 
one of the things listed that I did not have an opportunity to read 
in my testimony is an assay for syphilis, which is required, for test- 
ing of all blood and blood products. The reagent at use in the test 
had to be employed in a certain way and there is a specific stand- 
ard operating procedure for it. 

The testing that was done in one of our regional Red Cross cen- 
ters employed the test, but it was employed in the manner in 
which it was a little different from what the manufacturer had rec- 


ommended or described in their package material. It differed by 
about five words. Those five words, fortunately, had no effect at all 
on the testing reagent and the conclusion of the testing itself. And 
this was agreed upon by the manufacturer as well as most of our 
medical ad«soTy group, in fact, all of our medical advisory group; 
therefore, it had really no implication. 

But because of it, we had to destroy about 500 units of blood and 
we had to recall about something of 10,000 to 20,000 units of blood 
because it did not meet the criteria as set up by the FDA. What 
we needed at that point, I think, was someone knowledgeable to be 
willing to accept that there was a difference but it did not ^ect 
the public and, therefore, the blood that had been donated did not 
have to be destroyed. 

And there are other incidence that are similar to that in which 
the adherence to specific requirements are such that in some cases 
when there is a modest deviation or a meaningless deviation, it is 
necessary to destroy blood and to recall it. This, I think, also sets 
up a problem with respect to the image of the blood supply to do- 
nors who have received this notice that their blood is being re- 
called. 


And even though we assure them that there is nothing wrong 
with the blood, the other side of the coin is that the recipients also 
get notified that they had received blood in which something had 
gone wrong. And, again, we have to assure them that notliing had 
gone wrong that would affect them; however, it was a problem re- 
lated to the orientation of the blood programs. 

Mr. Towns. What additional tests and/or safeguards do you be- 
lieve should be immediately implemented to protect the blood sup- 
ply? 

Dr. Pewjer. I believe any of the testing procedures that will re- 
duce the incidence of these infectious agents in the product or the 
blood that we are obtaining should be applied. 

That means, with the example we have in front of us, the HIV 
antigen testing, there is no doubt it will exclude some individuals 
in this so-called window period, as has been testified. And, there- 
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fore, it is important, I think, to apply it. And I don’t think that we 
can accept cost factor as being a reason for not applying it. 

Other testing procedures are perhaps a little less clear cut. A 
test, for example, that would exclude — and this was referred to ear- 
lier — maybe 20 percent of our donors that would come to any of our 
blood centers, and yet would perhaps screen out a half a percent 
of the population, or say 1/lOOOth of a percent of the population 
that could infect individuals with their blood, would be something 
that has to be looked at very carefully. 

In other words, we can’t eliminate the donor population blood 
product if we are not going to substantially improve or reduce the 
infectivity of the blood. So that still requires a good deal of adju- 
dication before one comes up with a decision. 

Mr. Towns. Why haven’t these measures been implemented? 
Why haven’t they been implemented, in your opinion? 

Dr. Penner. In my opinion, there is a lack of an advisory support 
from the medical community. And this, I think, harkens back to 
the BPAC and the advisory group and panels that have been em- 
ployed to support some of the decisions made; that we need not 
only have industry represented. 

But we need to have the users and the physicians that are pro- 
viding the product or ordering the product at the present. These in- 
dividuals are going to have to be able to step up and be part of this 
program; otherwise, one is going to end up with a very biased ap- 
proach to making decisions. 

And I think up till now that has been a problem. Some of the 
procedures have not been employed directly and we have not been 
able to get the educational aspects out to the public as a result of 
this. 

Mr. Towns. Dr. Gilcher, you mentioned in your testimony that 
cost was the reason that the BPAC recommended against screening 
blood for HIV. To what extent have cost considerations limited the 
availability of new testing procedures and new technologies that 
would make the blood supply safer? 

Dr. Gilcher. Your question is important. What happened at the 
BPAC committee was that cost modeling was shown to the commit- 
tee members. That modeling, in my opinion, was very flawed. What 
it looked at was simply the cost per test and what the cost to the 
total system would be. 

But it did not look at, for example, the credibility of our blood 
system in this country, because many people are absolutely afraid 
of receiving blood and so what they do is they go out and secure 
their own donors. That type of process, called a directed donation 
process, adds far more cost to our system. 

My own estimate is — and we are the only blood center that has 
been doing a long-term prospective study with the HIV-I antigen 
test, we were not asked to present what the real costs were to us — 
that cost is |ping to be somewhere between $2 and $4 per test, 
probably on me lower side. But my estimate if we had to go to di- 
rected donations in our system, would be four times that. 

So what I am saying to you is putting that test in place actually 
in the long run may turn out to be cheaper than facing this loss 
of credibility to our blood donation system that currently exists. 
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And we would be sending the wrong message to the public if we 
didn’t put this test in place. 

Now, what about other tests? What I said in my testimony, and 
it may have been confusing and I do want to clarify it because this 
is very important. There are two different ways to approach a dis- 
ease process. One is to look directly for the agent that causes the 
infection, that is, the virus directly or whatever. The other is to 
look at the response of the human immune system to that. That 
is the antibody based tests. 

By definition, it is going to take a minimum of 14 to 21 days for 
the human immune system to respond to any infectious agent; 
therefore, no matter how good an antibody based test is, we are 
going to have a delay. 

What I am saying then is if we focus on both antibody and anti- 
gen detection systems, what we do is we narrow that window. That 
is exactly what we are doing here. One test does not replace the 
other. 'They are both needed. The antigen detection based test gets 
that early phase, that early infection; the antibody test picks it up 
later. 

Mr. Towns. Thank you very much, Dr. Gilcher. Let me just ask 
one question to Mrs. DeFilippi. When you have used blood or blood 
products, have you been made aware of the risk associated with the 
transfused blood? 

Mrs. DeFilippi. Generally, no. It depends on the physician that 
vou are speaking with and the center. When we have gone to the 
hemophilia treatment centers, which we do when they are locally 
available to us, they do warn us. But we are military and we gen- 
erally use the military system and we have often lived in States 
where the closest treatment center is hundreds of miles away and 
we rely on other kinds of systems. 

The issue is discussed maybe once a year in a hemophilia treat- 
ment center but the rest of the time, no. So it depends. It varies 
from doctor to doctor and place to place. 

Mr. Towns. Thank you very much, Mr. Chairman. I see the red 
light so I yield back. 

Mr. Shays. Given the number of people here now, we should feel 
free to ask any question. And let me just say as an illustration of 
how serious this issue is and also how politics doesn’t enter into 
it, I am totally comfortable having Mr. Towns take the chair any 
time on this issue. 

The only reason he gave it back to me was he told me one time, 
he said I’m only going to be chairman for 2 years and then he gets 
it back, so he wants me to have some opportunity to sit in this po- 
sition. But this is an issue we both feel very strongly about. 

I also want to apologize. I have a budget hearing and we are re- 
porting out legislation and I had to be there while you were speak- 
ing, Mr. Dubin. I apologize. And both doctors, I am sorry I missed 
your testimony here. 

But what would be helpful for me to know and to have on the 
record is you, all four of you, were here when the Secretary testi- 
fied. And that is a major announcement from the standpoint of 
HHS on how they intend to deal with this very serious challenge, 
and I would like each of your opinion about it. 
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And I am just going to preface this by saying, we have one issue 
of what we deal, now we assist, and is there any remuneration for 
tiiose who have been infected by the failure to properly screen our 
blood supply in the past? 

And then there are two elements there. There was, obviously, a 
time when you didn’t know about HIV. That is one issue. But wnen 
you began to realize it was happening, how quickly did we respond, 
and how many people were infected after that, which brings it up 
to another level of real outrage. 

That is one issue that I see. I am prefacing this because I would 
like your response. The other is, what is the system that we are 
putting in place right now as a directive, an announcement, today 
by the Secretary. 

And the third is really kind of an appreciation of what we — and 
to say look forward to in the future is not the proper word, but we 
have a world that is constantly interacting. People can be in the 
heart of Africa and the heart of South America, and in 20 hours 
they can be right back home. 

We have this tremendous interaction of travelers, particularly in 
the United States as opposed to other parts of the world. And what 
is the potential for infectious diseases in the future as a result of 
this kind of interaction and so on. 

So my primary question though is to ask you, each of you, what 
you felt about the government’s response: Is it a bureaucratic re- 
sponse, is it a substantive response, is it somewhere in between? 
And then the second question I will come back and ask you is, if 
you don’t agree that it is a good process, what would you suggest 
in its place? 

So I am going to do a little listening here, and we will start right 
down the row. 

Mrs. DeFilippi. I feel kind of inadequate to answer that. I am 
just a teacher. But I think they seem to be moving in the right di- 
rection. But I didn’t hear some of the things that I wanted to hear. 
And I may have misunderstood what they were saying. 

Mr. Shays. I am going to come back to you on that. But, no, your 
opinion is extraordinarily valued here. You are someone who has 
been impacted by the failure of the government to respond prop- 
erly. 

And I am haunted by your son having to call up someone whom 
he was dating to say that she may have been infected. 

Mrs. DeFilippi. He was so much in love with her, like you are 
when you are 16. 

Mr. Dubin. Mr. Chairman, when you talk about her son, I mean 
that is something that resonates throughout our community, talk- 
ing to our mates when we begin to understand it, our wives, our 
girlfriends, our children. I think it is something we have all lived 
with. 

I think the question is in terms of the process. 

Mr. Shays. What she announced, what the Secretary announced. 

Mr. Dubin. Right, about the Council and about where they are. 

Mr. Shays. A&iut how it becomes the Assistant Secretaiy’s re- 
sponsibility. 'The Council — also the dissemination of information. 

Mr. Dubin. Right, I understand. I think there is two ways to look 
at it. I think the very positive side is it is clear that we have got 
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HHS engaged. It is clear that HHS is responding to the Institute 
of Medicine report at the level of the Secretapr. 

I think we in the community think that is a very positive step 
and I think for the first time in many, many years, m^be ever, 
for the hemophilia community, we have got high levels of the U.S. 
Government engaged on blood safety issues, issues, of course, that 
have a much wider implication than just us. 

But the analogy, I think, for us is we are the canaries of the 
blood supply. You know, like they used to take canaries into the 
mines and when the canary couldn’t breathe any more miners 
cleared out. Well, we are the canaries of the blood supply. When 
it is contaminated, you will see it in us. 

Mr. Shays. Because you are the most vulnerable. 

Mr. Dubin. Right. We are at the front end where we are vulner- 
able. So I think for the first time we are seeing high levels of the 
U.S. Government engaged. I think that is very positive. I want to 
say that. I think this committee is very positive, its work. 

I think the Secretary’s work is very positive, vis a vis her an- 
nouncements, the Council. We have supported and we are in an in- 
formal meeting Dr. Lee, members of industry, FDA Commissioner 
and others had about 10 days ago on Wednesday to discuss this. 

I think we have some real concerns. I think the need for a coun- 
cil is a mven from our perspective. It is a step this government 
must make because the coordination between agencies was appall- 
ing during the 1980’s, and I think it goes back to this complacency 
about certain medically accepted risks like hepatitis. And I think 
the Council can really be the place. 

I think our big concern is if we are going to set up a council that 
mimics what we have seen in the past — blood bankers, industry 
people, and a few others — then we have a problem. If the council 
is going to become a place where government, where industry, both 
the manufacturers of blood products and the blood banking indus- 
try — and I think it is important to see the difference between those 
two entities. They frequently get lopped together. 

Consumers, treaters like Dr. Penner was saying, and independ- 
ent scientists, which I think we sorely need in this process is some 
independent minds. If the Council is going to include that kind of 
breadth, then I think we have got something really good to work 
with. I think we have got an opportunity to bring all components 
together. 

Mr. Shays. Dr. Penner. 

Dr. Penner. I am aCTeeing with the approach, and I think it is 
going to be very beneficial. It is the right step at the right time. 

The one aspect that I am concerned about is we are dealing with 
two areas. We are dealing with blood banking centers, we are deal- 
ing with industry that is manufacturing a product, '^ere is going 
to have to be some differentiation in the application of regulations 
relating to that. 

I do think that industry should look very seriously, and perhaps 
be encouraged, to maintain a total involvement with volunteer 
blood only. In other words, paid blood ought to be discarded if at 
all possible and the resource should be volunteer blood, because 
there is no doubt that the volunteer blood will be safer all the way 
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around and that there will be less opportunity for some of these in- 
fectious agents that can get into the blood stream to appear. 

Mr. Shays. I am going to ask you to get into that later, the pmd 
blood versus volunteer blood. 

Dr. Penner. All right. On the blood center end of the situation, 

I think the concerns that I mentioned in my testimony is that one 
does not want to throw the baby out with the bath water. We can- 
not discourage the volunteers who come in and do the right thing 
and yet argue with us if they can’t give one more unit of blood to 
make their 20 gallons so they can get the pin. 

Those concerns are out in our communities now, and you would 
be just amazed at how much of a harangue we get if somebody 
canx come in and give one more unit of blood. These are altruistic 
individuals and they have to be encouraged and supported. 

I have a feeling that they are going to be falling on the wayside 
as we go on into this venture of looking at us as an industry. 

Mr. Shays. Thank you. Doctor. Dr. Gilcher. 

Dr. Gilcher. I would really like to add to what Dr. Penner has 
just said. I believe that the recommendations of the Institute of 
Medicine are, for the most part, very appropriate, especially the 
Blood Safety Council. 

Where I do have a concern is with the composition of that coun- 
cil. What we heard Secreta^ Shalala say was that NIH, FDA, 
CDC, would be on that council. That is appropriate. But if we don’t 
have the people from the trenches — I’m talking about the Penners, 
the Gilchers, so to speak, who are out there at the blood center 
level — we need input because we know what is happening. We 
know what the concerns and issues are out there. 

Mr. Shays. Does this system give you input? 

Dr. Gilcher. I’m sorry? 

Mr. Shays. Does this system give you input? 

Dr. Gilcher. Only if we are allowed to be on that kind of a coun- 
cil so that we can put the input in. And then the process design, 
the plan. 

If you look at my written testimony, and I showed you the plan 
that we have used for 10 years, that is the kind of plan that has 
to be designed at the very highest level at the Blood Safety Council 
level. It is a general plan that one could pursue or that we can pur- 
sue as a Nation to add to the safety. So the composition, I think, 
is critical of this council. 

Mr. Shays. I would appreciate from all of you, in particular both 
of our doctors who are testifying before us, as to specific — no, actu- 
ally, all of you, actually all of you, as to your written reaction to 
this proposal in concise form as possible, and how you would 
change it and where you would change it. 

And the sooner you get that to us, I will go over that with Mr. 
Towns. Mr. Towns and I can respond together collectively. Repub- 
lican and Democrat, as to how we would like to suggest changes, 
if any, if any changes. 

If I could, had you completed your comment there? 

Dr. Gilcher. Yes. 

Mr. Shays. Let me just ask two more questions, and I’m not fol- 
lowing the 5-minute rule right here. 
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Mr. DiJBIN. Mr. Chairman, excuse me. Is 5 days enough time to 
get written testimony in? 

Mr. Shays. Five days would be fine. Thank you for asking that. 
That would be helpful for us because we would like to respond 
timely. It has been announced and we would like to respond as 
timely as we can. 

I want to understand the whole concept of the pool of plasma do- 
nors. And I want to understand from all of you. What do you want 
this committee to know about that? Where is the safety level? 

I mean, I’m just stepping into this issue for the first time. What 
do I need to know about mis issue? How large the pool is, when 
does it become a dangerous pool? I mean, my understanding is one 
individual in a very large pool can contaminate the whole mix if 
their plasma is infected. 

Dr. Gilcher. I would like to respond to that because I think that 
is a very important question. When you look at pool size, that is, 
the number of blood donations that make up that pool, it can be 
as small as mavbe 1,000 to 2,000, as high as 8,000 to 10,000 donors 
that make up the current pools. 

Mr. Shays. Technically, it could even be larger, couldn’t it? 

Dr. Gilcher. 'They could be larger. But if we look at diseases 
that are emer^ng, and certainly the plasma manufacturers, the 
plasma derivative manufacturers, are looking at that right now. 

The prion diseases that I spoke about eanier, Creutzfeldt-Jakob 
Disease is one of the prion diseases. There is no data at the current 
time that shows that it is transmitted through blood. On the other 
hand, we better be very sure that none of tne prion diseases are 
transmitted through blood because the current viral inactivation 
technology will not touch that. 

So one of the wavs to handle it at the current time or at the 
present time would oe to find ways to reduce pool size, reduce tJie 
size of these pools until we really nave a better handle. 

Mr. Shays. To what level? 

Dr. Gilcher. That is difficult to say. Probably we are going to 
have to get down to pool sizes that are below 500 or 6M blood 
products in the pool, but that is going to add cost. 

Mr. Shays. Thank you. 

Dr. Penner. Add a lot of cost. So maybe there is another aspect 
of it too. 

Mr. Shays. Could you explain why that would add cost? 

Dr. ^NNER. Just on the matter of volume. Right now they have 
8,000-liter vats to prepare the products from as they run through, 
as opposed to one getting down to, say, 1,000 liters or 500 liters. 

Mr. Shays. So it is a volume of scale issue. 

Mr. Dubin. It’s economies of scale. 

Dr. Gilcher. The quality control, for example, would have to be 
done on the smaller lot sizes and that would add cost. 

Dr. Penner. So you are producing a lot of cost. This could be 
looked at a lot like the milk industry, if you will, in that you need 
something at the end stage to be inactivating any of the viral prod- 
ucts that might be present there, the contaminants. And pasteur- 
ization solved a lot of that problem, although not entirely, but pas- 
teurization is one aspect of what we are trying to do with the blood 
at the end stage. 
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The other part of the milk industry situation was you looked at 
the cows and the herds and, if they were infected, you would de- 
stroy the herds. But we don’t suggest that you destroy the volun- 
teers from coming in to donate the blood. However, I think there 
is a situation where we have been attempting to screen out as care- 
fully as possible those donors which are relatively safe and those 
who are not. And that is going to have to continue to proceed. 

I think the one issue that has not been looked at, or at least 
brought up very directly here though, is how much are we putting 
into developing new techniques for sterilizing this blood product. 
There were some initiatives about 5 or 6 years ago that have paid 
off. The New York Blood Center, for one, has the detergent treat- 
ment which has been very beneficial. Heat treatment commenced 
with the ability to find stabilizers that would allow us to treat the 
product and heat it without destroying the product. 

But we need some new innovations in that area, and I think that 
can only be encouraged by providing some funding at the level of 
the investigative areas around the country. 

Mr. Dubin. Mr. Chairman, I think this is an area where we real- 
ly need the help of Congress and the help of the committee, be- 
cause I think we have experienced a great deal of fnastration with 
the existing system at trying to raise this issue and trying to make 
some ground out of it. 

What surprised me as I started to become educated on this was 
the plethora of journal articles and information beginning with 
World War II, when the Army began to pool plasma and send it 
to the Pacific theater, that tne danger really began to be docu- 
mented then. 

The only reason we have these incredibly large pool size up to 
10,000 to 20,000 donors is industrial economies of scale. And speak- 
ing to someone who is on the receiving end of that for many, many 
years and kind of is a hotel for virus, if you will — ^you know, they 
check into my body but they don’t every check out — I think there 
is a sense that this has been one of the really frustrating issues 
that we have tried to raise. 

It came up at the BPAC. BPAC decided to hold off taking any 
action on it. Part of the discussion focused on what the cost to in- 
dustry would he. And I understand that it will cost industry. But 
I think this is one of those things where we need to change our per- 
spective. 

Mr. Shays. It will also cost consumers. I mean, I just want to put 
it on the record. 

Mr. Dubin. Yes, that will be passed on. But we have made it 
clear that that’s 2 in acceptable tradeoff for us. But that if you are 
talking about me paying 4 or 5 cents more a unit for a smaller pool 
size which will increase safety, I think we are very clear that we 
would like to opt for the higher safety. And I think this is where 
we would really ask for the help of ConCTess. 

Mr. Shays. My counsel has just made the point that you could 
give consumers choices of larger pool sizes and smaller, and let 
them decide whether they wanted to pay the price. 

Mr. Dubin. I don’t know if it that is feasible vis a vis industrial — 
their production. 
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Mr. Shays. Not everything he suggests is feasible. Isn’t it won- 
derful? He doesn’t even get to talk. I get to talk. I can misrepresent 
him. 

Mr. Dubin. Let me just close this. This is a critical area that has 
been raised for manjr years that we have had no action on, and I 
think we really need it. 

Mr. Shays. The message is loud and clear on that. And we are 
going to take a good look at this, as I think both the doctors have 
suggested. 

Mrs. DeFilippi, you had also a comment on where you would sug- 
gest a change potentially in what the Secretary said, or what maae 
you uneasy. You werenx specific. I said I would come back to you. 

Mrs. DeFilippi. On the issue of the blood safety pool, I am not 
a scientist, but one of the things that strikes me as a consumer is 
the difficulty in finding a location to give blood if vou are a healthy 
donor. I know that you can mve blood at hospitals, but many peo- 
ple are afraid of hospitals and don’t like to go there. 

I realize that there are Red Cross donor sites, and bloodmobiles 
that go around to certain large businesses and churches. On the 
other nand, for average folks with a very busy schedule it’s not real 
convenient. 

And I wonder why there is not a convenient donor site for volun- 
teer donors in places like large shopping malls. I don’t know about 
the logistics of now you would do it. 

But if the people you are getting your blood pool from are pri- 
marily people who go to sell it and the blood becomes a for-profit 
item for the donor, then you are putting— you are adding to the 
risk. If you make it easier for volunteers, perhaps you can reduce 
the risk. 

Mr. Shays. You know, all of you raise new questions. 

Mrs. DeFilippi. This is a question for me. What I was uneasy 
about or what I didn’t hear — I think I didn’t hear — anything about 
was a necessary public information campaign. 

Mr. Shays. Necessary or unnecessary? 

Mrs. DeFilippi. Necessary. Surgeon General Koop is one of those 
people that I think is a walking hero. He stood up in front of our 
country and said, don’t smoke; you’re going to get cancer. And he 
stood up in front of our country and said, HIV is here, folks. Let’s 
deal with it, and these are the things you should do. 

No one has stood up and said hepatitis is here. If you had a blood 
transfusion, you need to get yourself tested and checked and notify 
your partners, your friends, and your family. 

Mr. Shays. This is a good segue to ask both doctors, and I appre- 
ciate the patience of my colleague on this. The question I asked file 
Secretary at the very end about the 100,000 to 200,000 individuals 
who may be infected with Hepatitis C and, therefore, all who have 
received blood products previous to 1990, should check to see if 
they are infected. 

Do you believe that that kind of announcement should be made 
to people? Why would it be any different when hepatitis is some- 
thing that can be transmitted sexually? So if you could answer 
that, I have no more questions. 

Dr. Penner. I worry about what is right in this situation in how 
we provide more and more information. I think we have to be very 
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careful in how the information gets out there. All of the informa- 
tion should be given, and I am concerned primarily with how it is 
presented. 

With Hepatitis C the public is probably ready for it, but I think 
it has to be phrased not as a scaring type of thing. 

Mr. Shays. Well, couldn’t it be done by just basically, a public 
health notification by HHS 100,000 to 200,000 sounds like a lot of 
individuals. Frankly, it is a lot of individuals. 

Dr. Penner. No, I don’t disagree with notifying those individuals 
who have been subject to infection, and as a recall. Is that what 
you mean? 

Mr. Shays. Well, we don’t know who has and who hasn’t been 
effected, so that is the challenge. Just like in 1985 when Dr. Koop, 
Surgeon General, said you need to have an HIV test if you have 
had a blood transfusion in the last 5 years. And I have been struck 
with the same reaction that what is the difference, candidly. 

I understand the tradeoff. We were concerned even having this 
hearing because the last thing we would want is for people to think 
falsely that the blood supply isn’t safe. It is extraordinarily safe. 

But we have these challenges, and they are new challenges. But 
the same kind of argument that you made now could have been 
made to Dr. Koop in 1985. 

Dr. Penner. I would have to agree that it would be acceptable 
or reasonable to provide that information to the public, but there 
is a concern. So long as it is presented in the proper perspective. 

In other words, its like 1 out of 5,000 or 10,000 who received 
blood may have been infected with a hepatitis virus. Second, that 
if you are infected with the virus, you’re not dead the next week; 
that this is something that many of us harbor and do not develop 
any major problems with. Others do and, therefore, it is worth- 
while, I think, for one to get checked. 

Mr. Shays. Let me ask you one other question. Is this a treatable 
virus in the sense that — it is transmittable, but is it also treatable? 
I mean, my logic would say if it is then, my God, the sooner they 
know, the better. 

Dr. Penner. No, it’s not particularly treatable, unless it is vei^ 
progressive. Usually, then, it is picked up by the physician that is 
following the individual, and then one can attempt to use things 
such as Interferon. But that is not that beneficial, so we don’t rem- 
ly have any good treatment for Hepatitis C. We do have some 
methodologies that are worthwhile. 

So if we are going to tell them that, we have to also say that 
many people harbor it for years without developing any serious 
consequences. So it isn’t like an HIV infection which has a lethal 
quality to it. In this case, it may have but, oftentimes, it does not. 

Mr. Shays. I understand. It is extraordinarily serious, though. 

Dr. Gilcher, do you have anything to add on this? 

Dr. Gilcher. Well, just a couple of comments. The rate at which 
we find Hepatitis C in new donors currently is about 4 to 5 per 
1,000 new donors that come through our system we can actually 
detect through the antibody test, an antibody against Hepatitis C. 

Mr. Shays. You said how much? 

Dr. Gilcher. It’s about, in other words, .4 percent. 

Mr. Shays. That is a pretty high percent. 
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Dr. Gilcher. That is 4 per 1,000 new donors, not repeat donors. 
Now, that is important to differentiate. 

Mr. Shays. You are saying 4 to 5 percent potentially in the Unit- 
ed States? 

Dr. Gilcher. No, .4. 

Mr. Shays. I’m sorry. 

Dr. Gilcher. Very important difference. 

Mr. Shays. M^ we say that again? Point 4 percent. 

Dr. Gilcher. Point 4 percent of our first time donors are found 
to be reactive for the antibody to Hepatitis C virus. That is impor- 
tant because it says that there is a lot of Hepatitis C in the popu- 
lation that did not get there by transfusions. It got there through 
another route. 

One of the concerns that we have in the lookback process is, I 
feel, to have a compensation plan in place first. Because what will 
happen is anyone who has received a transfusion in the past will 
say that the reason that they got the Hepatitis C was from the 
transfusion, whereas they may have gotten it from another source. 
So it becomes a real qua^ire to differentiate how they actually 
were infected. It is part of the problem. Should lookback be done? 
It probably should. 

Mr. Shays. I will give you my reaction just listening to it, and 
no disrespect. Some of it sounds like the way someone in your posi- 
tion would have to think this through. But if you are saying .4 per- 
cent, that is a lot of people, 4 or 5 out of 1,000. 

Dr. Gilcher. Out of 1,000. 

Mr. Shays. And then extrapolate that to the entire population. 
That is a very large number. And it seems to me that that’s some- 
thing that needs to be shared. 

Dr. Gilcher. And most of these are not ill. It also points out the 
fact that one can harbor this virus and not particularly suffer. 

Mr. Shays. But is it treinsmittable through sex? 

Dr. Gilcher. It mav be. I was remarking to one of the reporters 
earlier that when we look at the modes of transmission of Hepatitis 
C, we do not know all of the modes. 

Very clearly, we talk about parenteral, meaning injectable, trans- 
mission, and that is clearly a major route. Peoine who have been 
transfused have been at risk in the past. People who have ever 
used IV drugs clearly are at risk of having been infected. 

But there are other routes of infection for Hepatitis C that are 
not clear. I^en we look at the spouses of an individual infected 
with Hepatitis C, we do not see the same rates of transmission that 
we do, for example, with Hepatitis B, which is clearly sexually 
transmitted. 

Mr. Shays. Mr. Towns has been very patient, and I would yield 
the floor to him. 

Mr. Towns. Thank you very much, Mr. Chairman, but I think 
this is very, very important. So I really think that spending Ihe 
time — we have tne experts here and I think that we need to talk 
to them. So I want to let you know that I appreciate you having 
this hearing and, of course, I think that this is an issue that we 
just can’t take lightly. 

And on that note, let me just sort of begin with you, Dr. Gilcher. 
And I agree with you, incidentally, but I am not sure as to how we 
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S et there. You mentioned that we should get to the point of no paid 
onors. And I agree with that. But how do we get there? 

Dr. Gilcher. Well, actually, it wasn’t I who said that, but one 
of the other members who said that. When we talk about the direct 
infusion of a blood product, specifically whole blood, red cells, plate- 
lets, et cetera, it is very clear that these donors should be volunteer 
donors and that they should not be paid in the general concept of 
receiving money because we get the wrong people. Now, that is not 
always true, but that is basically true. 

On the other hand, when we look at the plasma side, that is, the 
commercialization to acquire plasma, the volunteer sector has not 
been able to supply that in the past. It is possible they could do 
it in the future. 

So what we have is a system in this country, which is almost 
unique, by the way, compared to the rest of the world, where we 
pay donors to come in and donate plasma. That plasma is never di- 
rectly transfused to a patient. 

It then goes through a pooling process and then, subsequently, 
is made into derivatives and, now, undergoes viral inactivation 
technolo^, which it did not in the past. 

And that, clearly, added to the problems. Those donors in the 
past were there for remuneration, not because they were wanting 
to do something basically good for their fellow man. 

And what happened was we had a particular segment of the 
blood product supply that was heavily infected with Hepatitis B, 
Hepatitis C, and HIV and, unfortunately, with no viral inactivation 
technology early on we have a disaster with the hemophilia popu- 
lation in this country. 

Mr. Towns. Dr. Penner. 

Dr. Penner. Maybe as an example, the Michigan Department of 
Public Health produced the first concentrate of anti-hemophiliac 
factor in the world back in the 1940’s and, since then, had contin- 
ued to produce the anti-hemophiliac factor with plasma that was 
derived from the Lansing, MI, area. 

Many of my patients that I treated with the Michigan Depart- 
ment of Public Health product do not have Hepatitis C, do not nave 
Hepatitis B, were not HIV positive because they were being — it 
was a pool of volunteer donors who were coming into the regional 
Red Cross at that point and then it was being manufactured in a 
relatively small pool by the Department of Public Health. 

So that is the distinction that I think exemplifies what we are 
getting at here. Could you depend on volunteer resources world- 
wide or even nationwide? I don’t know. I don’t think we have — we 
definitely don’t have enough now. 

It means that there has to be some development, again, of volun- 
teer resources. And that is publicizing it, indicating that it is, 
again, something that should be allotted. And the individuals who 
do volunteer their blood should receive some recognition, which is 
now not the case and perhaps we would be able to supply this plas- 
ma in that kind of volume. There is at least one manufacturer that 
interacts with the Red Cross and receives its plasma from the Red 
Cross volunteer source to make its product. 

Mr. Towns. Thank you very much, Dr. Penner. Anybody else 
want to add? 
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Mrs. DeFiuppi. Yes. A comment that didn’t come up in my testi- 
mony is that both of my sons are HIV negative. And the reason 
they are HIV negative is that during the early 1980’s we were pa- 
tients at Bethesda Naval Hospitm and our hematologist, Dr. 
Duvalier happened to be very current because he was working at 
NIH at the time as well. 

And when he realized then that there was a problem even early 
on he said, “I don’t know what it is, but there is a problem. And 
it’s a big one.” 

Because of James’ hepatitis he put them on products made from 
blood of a pool of known donors and he accepted only 
cryoprecipitate from people whose medical records he knew of and 
had reviewed. That prevented my two sons, who were being fairly 
heavily infused at that time, from catching HIV. 

I mean, for an example, James broke his arm — or Geoffrey, rath- 
er. And Geoffrey had received factor cryoprecipitate in that case 
twice a day every day for 10 days to treat the break in his arm. 
Now, had he been using commercial product there is no doubt in 
my mind that Geoffrey today would have HIV. So a controlled pool 
of volunteer donors can make a huge difference. So that is part of 
it. A big part of it. 

Mr. Towns. So, actually, it is just making the commitment to 
spend more. That is what you are really saying to me. 

Mrs. DeFilippi. I don’t know that. I really don’t know because 
that’s not my field. These gentlemen know more. 

But certainly a commitment to try and move the blood pool, or 
the blood resources of this country, into public consciousness as a 
national resource and as an obligation. I think that people do like 
to help. Volunteerism is ve^ active in this country. You see it at 
PTAs and you see it at Boy Scout meetings and you see it at people 
who volunteer at the homeless shelters. Why can’t we make it that 
easy to donate blood? 

Mr. Towns. Yes, thank you. 

Mr. Dubin. Well, if I heard you just ask if we are spending more 
money, I think it reflects back to what I tried to say in my testi- 
mony. The cost-benefit analysis that has been applied to this issue 
is devoid of the larger picture cost. 

If we spend $2 or $3 more a unit for a P-24 test or spend some 
more for other tests, if you really stack that up against the cost 
that the taxpayers in this Nation have had to undertake with re- 
gard to treating 8,000 to 10,000 people with hemophilia for AIDS, 
another 20,000 transfusion-associated cases. 

I mean, I keep hearing this discussion devoid of that piece of the 
pie. And I think we are talking about spending short term a little 
more money and saving the Nation hundreds of millions of health 
care dollars at a time when we are being told there aren’t enough 
health care dollars to go around. 

And so I think this idea of cost has to be expanded greatly. I 
mean, my hemophilia costs roughly $100,000, $150,000, a year. If 
you add AIDS care to that, it has gone through the ceiling. And I 
think we have yet to do that. So I think if we really want to do 
a cost-benefit analysis, we are going to save an awfful lot of money 
talking about the steps that the doctors are talking about, the P- 
24 step. 
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And I think absolutely, Dr. Penner, paid donors are a mwor part 
of the problem. The European community is looking at changing 
that. I think it is an issue we need to get away from. And we may 
end up spending a little more money in infrastructure building to 
get the volunteerism to the table, but down the road we are going 
to save hundreds of millions of dollars. 

Mr. Towns. Right. Thank you very much. Yes, Dr. Penner. 

Dr. Penner. I would just like to add one final comment. One of 
the problems with the Institute of Medicine report is that what it 
did was focus on the past. What we need to do now is to focus on 
the future. In a sense, what we really need is, so to speak, a report 
that would focus on an approach. 

That is what I push so strongly. An approach that would focus 
on safety, not next year but well into the year 2000. And we need 
to do that before we spend additional moneys, Mr. Towns, and that 
could be done. We could put together an expert panel. It could be 
part of the Blood Safety Council. 

That is the point that I made earlier. It is going to require the 
input of people outside of the FDA, NIH, and CDC. We need their 
input too, but we need the input from others as well to put to- 
gether a plan, a proposal, for the future. 

Mr. Towns. Thank you very much. Let me thank all of you. And 
just one quick question to, I guess. Dr. Penner and to you. Dr. 
Gilcher. The Blood Safety Council, which I think is a very impor- 
tant step and I think that we should move and be supportive of it. 

But I must admit that I am concerned when we have independ- 
ent thinkers like you and people that have had the kind of experi- 
ence and expertise that you have had, that you are not being in- 
vited to serve, either you or other people that have been involved 
in the field like you. 

Let’s just switch roles for a moment. What can we do, you know, 
on this side to be able to make certain that you are brought into 
this picture? Because, if not, I think that the Blood Safety Council’s 
name could be a misnomer. 

Dr. Gilcher. Exactly. And I think that our written response 
back to you is going to be very critical so that you can encourage 
Secretary Shalma to incorporate the concepts that we are going to 
write to you. And, clearly, one of the things that I will write to you 
is how I feel the composition of that Council is going to be so criti- 
cal to plan for the future so that we don’t make mistakes so that 
we do err on the side of safety at all points. 

Mr. Towns. Thank you. 

Dr. Penner. And I would agree with that. The make-up of the 
Council is going to be veiy important so that the voices can be 
heard that need to be heard. 

And then, second, there has to be some clout for this Council. It 
has to have some impact and not be simply advisory, in which case 
it may again face the same problems we have had up till now that 
when there is a problem, a serious and significant problem, that 
the voices are not heard. 

Mr. Dubin. It seems to me this is where Congress can really 
make a difference insuring that the treaters and the clinicians and 
the consumers and the people that need to be a part of the future 
can get together on this Council and plan the future with some 
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cloud. And I think this is a critical step where Congress could real- 
ly, really make a difTerence. 

Mr. Towns. Let me thank all of you for your testimony. You have 
been veiy helpful. And thank you, Mr. Chairman, for your generos- 
ity. 

Mr. Shays. I thank the gentleman. I thank all of you for testify- 
ing. You have been wonderful witnesses and very helpful to this 
committee. 

Mr. Dubin. Mr. Chairman, who do I give this horrible, long thing 
you didn’t want to read to? 

Mr. Shays. No, it isn’t horribly long. It is wondei’fully short as 
long as you didn’t read it. 

Mr. Dubin. Thank you, Mr. Chairman. 

[The panelists responses follow:] 

THE NATIONAL HEMOPHILIA FOUNDATION 

October 30, 1995 

Representative Christopher Shays, Chairman 
Subcommittee on Human Resources and 
Intergovernmental Relations 
Room B-372 Rayburn Building 
Washington, DC 20515 

Dear Chairman Shay^ 

The National Hemophilia Foundation thanks you for the opportunity to partici- 
pate in the Suboommittee on Human Resources and Intergovernmental Relations 
hearing on protecting the nations blood sup^y. NHF is pleased to provide you with 
our response to Secretary Shalala’s and the Task Force on Blood Safety’s report and 
recommendations. Attached are two documents in response to your revest. The 
first was prepared by Ms. Patricia DeFillippi, who ably represented NHF at the 
hearing. She wanted to personally resmnd to your request for information. The sec- 
ond document was prepared by the NHF Blood Products Monitoring Committee at 
your request. 

The attached comments, like the Task Force report, follow the format of the Insti- 
tute of Medicine’s recommendations on HIV and the Blood Supply. Overall NHF is 
very supportive of the Secretary’s decision to desi^ate the Assistant Secretary of 
Hemth as the Blood Safety Director and to establi^ several committees to develop 
and oversee policy and practices related to the safety of our nation’s blood supply 
and blood products. At a minimum this will elevate the issues of blood and blood 
product safety to the appropriate level in the Public Health Service and provide 
much needed broader based forums to discuss specific issues on both an interagency 
and public sector and private sector basis. 

We recognize that these are merely mechanisms and first steps that will need to 
be fortified with clear lines of authority, responsibility, accountability and a means 
for consumers to provide input on both defining the issues at the front end and com- 
menting on recommendations for implementation. For all of us this process must 
provide for the best scientific data available to allow for improved decision making. 
For the hemophilia community and all Americans, only in this way can we can we 
be^ to repair the past, reform the process and regain public trust. 

Again, thank you for this opportunity and please let me know if we can be of any 
further assistance to you or the Subcommittee. 

Sincerely, 

Beatrice Young Pierce, MSN 
Chair, Blood Safety Monitoring Committee 
Jonathan Botelho 

President 


RESPONSE OF THE NATIONAL HEMOPHILIA FOUNDATION TO TASK FORCE ON BLOOD 

SAFETY REPORT 

While much progress has been made in identifying the many issues confronting 
the regulators of our nation’s blood supply, the lack of accountability by a single in- 
dividual or entity that resulted in the HiV ^idemic in the early 1980s still pfagues 
the hemophilia community and our nation. The hemophilia community has suffered 
the devastation of two generations of sons, daughters, spouses, fathers, and children 
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due to a flawed system of responsibility of the blood supply. The National Hemo- 
philia Foundation (NHF) has Men involved in examining blood safety issues since 
the first individual with hemophilia was diagnosed with chronic hepatitis. The rec- 
ommendations presented in the report of the Task Force on Blood SueW and in Sec- 
retary Shalala’s testimony are an excellent Brst step but may not go far enough in 
reforming the system that, if not properly monitored and regulated, can do so much 
harm. 

The following are our comments on Secretary Shalala’s testimony and the Task 
Force on Blood Safety’s response to the 14 Institute of Medicine reconunendations. 

Recommendations One and Two 

While NHF commends the Secretary for the appointment of a Blood Safety Direc- 
tor and a Blood Safety Committee, the proposed committee is composed entirely of 
^vemment employees and does not offer an adequate opportunity for private sector 
involvement in formulating ^li<7- The Blood Products Advisory Committee (BPAC) 
and the proposed Public malth Service Advisoiv Council on Blood Safety and Avail- 
ability could fulfill this function if they have adecmate representation from consum- 
ers and access to the Blood Safety f^mmittee. ^e Interagency Working Group, 
which apparently currently meets monthly, is invisible to us and heightens our con- 
cerns that this group would be offered up as evidence of existing reform when, in 
fact, it remains a huge question mark in the hemophilia community. We also sug- 
gest that the representative from the Health Resources and Services Administration 
(HRSA) on this workiM group come from the hemophilia program within the Bu- 
reau of Maternal and Child Health. 

BPAC has inherently been an extremely insular mup. Most members have been 
blood bank representatives, ill-equipped to deal with the number of scientific issues 
intrinsic to the blood fractionation industry. The past voting record of BPAC mem- 
bers clearly demonstrates that they plac% a higher priority on the needs of blood 
donors than on recipients of blood and blood products. We are pleased with the re- 
cent decision recogmzing the conflicts of interest of the blood banks and placing 
their representatives on BPAC in a non-voting role. In addition to the need for more 
consumer representation, individuals with backgrounds in molecular biology are 
needed on BPAC. Most BPAC members in the past had insufficient back^und in 
molecular biology to understand fully and vote knowledgeably on these technical is- 
sues. 

The proposed function of the Advisory Council — to provide a forum in which to 
examine broad public health and societal implications of blood safety issues — ad- 
dresses an unmet need. We would stress that the Council must have broad rep- 
resentation, including consumers of blood products, with adequate access to the 
Blood Safety Committee. This relationship, and the relationship between the Advi- 
soiy Council and BPAC, is not defined in the Task Force report. 

For the committees established by the Secretary to work smoothly and efficiently, 
clear lines of authority, responsibility, and most importantly, accountability should 
be established. 

We believe consumer access to each of the blood safety committees as well as the 
blood safety director is vitally important and could be enhanced by developing mech- 
anisms to allow for consumer input in determining issues for committee action as 
well as a process to comment on committee recomendations prior to implementation. 
This could be done formally through Federal Remster notice and rulemaking or 
through informal channels. In addition, historical^ FDA has not been as open to 
consumer input as other agencies of the Public Health Service. As an organization 
NHF has always found open doors at the Ceners for Disease Control and the White 
House Office of National AIDS Policy allowing for consumer participation and dis- 
cussion at different levels of policy development and program operation. We would 
like to see more open lines of communication with the FDA. 

Recommendation Three 

The Task Force did not take a stand on this im^rtant issue on establishment 
of a compensation trust fund. The impetus to move this concept forward must come 
from Congress itself. 

The bleeding disorder community has been, and will continue to be, the nation’s 
watchdog on the safety of the blood supply. The large presence of AIDS in this blood 
product-dependent group amply demonstrates the failure of blood safety regulations 
in the 19708 and 19808. The continued presence of blood borne viruses (such as hep- 
atitis C and Parvovirus B19) and on-going blood product recalls denaonstrate that 
viraJ contamination of blood products remains a public health problem despite ef- 
forts to make blood collection, distribution and products safer. 
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Potential iinuiy from blood, blood products, and blood derivatives continues to be 
a realiW for ml people who must use these products in the course of medical treat- 
ment. Since it is impossible to make the blood 100 percent safe, societ}^ needs to 
examine effective avenues for compensating those parties who will be ii\jured as a 
result of the inherent imperfections in the blood supply. 

The solution would be the enactment of a blood/mood products compensation trust 
fund that would give consumers the needed recourse now deprived of them in most 
legal settings. Since blood borne pathogens take years to manifest harm, not only 
do individuals have to over come blood shield laws, but statutes of limitation as 
well. 

The establishment of a fund is an integral part of increasing the safetjr of the na- 
tion’s blood supply. For individuals, it would provide protection for their families, 
in the event of u^nown risk. The fund would provide protection for the manufac- 
turers who are reluctant to aggressively address viral inactivation due to fear of cur- 
rent and future litigation. With such a fund in place, related malpractice, liability 
insurance, and claims would lower the overall cost of health care. 

Recommendation 4 

Solidifying the Centers for Disease Control and Prevention’s (CDC) responsibility 
for public health and formalizing an interagency relationship between the CDC, the 
FDA, and the National Institutes of Health (NIH) on blood safety poliOT are, of 
course, excellent ideas. But this is easier said than done; we believe that FDA and 
NIH must come to accept the science and public health authority of CDC. Other- 
wise, the turf battles wUl continue to the detriment of blood safety. With the des- 
ignation of the Assistant Secretary for Health as Blood Safety Director, someone 
will be responsible for assuring that these public health agencies work together as 
a team. 

Recommendation Five 

The establishment of a CDC surveillance system is long overdue. Although Sec- 
retary Shalala suggests ample surveillance is already occurri^, we would mspute 
that claim, as it applies to chronic users of blood products. Chronic users have a 
higher probability of being exposed to a new agent than occasional users of blood 
or olood products. It is precisely this group that should be the focus of a major long- 
term surveillance program that is more sophisticated than the current haphazara 
system of voluntary reporting to a combined NHF-FDA-CDC working group. We 
agree with CDC’s efforts to implement a nationwide surveillance system lor chronic 
users of clotting factors next year. Adequate funding must in place for this to 
occur. 

We are missis a tremendous opportunity to understand the infectious risks of 
blood products. For instance, current surveillance does not include Parvovirus B19, 
an agent that is probably transmitted by all blood components and all blood-derived 
clotting factors, which can cause severe disease in HIV-infected individuals and mis- 
carriages in pregnant women. Newly-identified hepatitis viruses, at least one of 
which is known to have been transmitted by blood products in the past, are not 
under surveillance presently. The recent voluntary recalls of blood products, exposed 
to Cruetzfeldt-Jacob disease (C!JD), have not motivated the FDA, or blood bankers, 
to explore lookback surveillance programs for blood donors. Industry involvement in 
surveillance has been minimal, therefore the impetus for this must come from gov- 
ernment. 

Recommendation Six 

While it is important to implement partial solutions when there is insufficient 
knowledge to address problems fully, it is also important to furliier research and 

f ather data to make these solutions more definitive. Industry, in general, has 
ragged its feet in dealing with emerging infectious threats to the blood supply and 
has tended to re^nd to issues from a marketing and legal perspective, not out of 
primary concern for the health of their customers. The FDA must carry out its man- 
date to maintain a safe blood supply. There must be Federal support for epidemiol- 
ogy studies of transmission of agents not inactivated by current techniques, and for 
more global viral inactivation procedures, as well as commitments from industry for 
large scale funding of this work. Only by addressing potential solutions through on- 
going research will the risks and benefits of partial interim solutions be understood. 

Recommendation Seven 

Reviewing past decisions on the basis of emerging data is obviously important, 
but can get lost. Secretary Shalala’s example of the HIV antigen test is noteworthy 
since BPAC voted against implementation in 1995, yet the FDA is presently imple- 
menting it. This example serves to point out (again) that the advisory system will 
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work only if objective scientific expertise is available on BPAC. BPAC should not 
be chai^d with considering financial costs to society, as it did when it voted on the 
HIV antigen test. 

Recommendation Eight 

The FDA should have the ability to more easily require action by industry, espe- 
cially for already-licensed products. For instance, currently licensed products trans- 
mit Parvovirus B19 and may transmit the Cruetzfeldt-Jacob agent. ITie FDA does 
not ^pear to be able to teU industry to initiate programs to investigate the poten- 
tial for transmission of these agents, whether current viral inactivation destroys 
them, and what viral inactivation procedures presently in development may be effec- 
tive. Critical time is being wasted ^ expectmg voluntary implementation of these 
kinds of studies by industry. The FDA must issue mandates, not suggestions or 
guidelines. 

Recommendations Nine and Ten 

Having balanced composition on BPAC and defining the expectations of this com- 
mittee are laudable goals; but we disa^e that the FDA has been “attentive” to 
achieving balanced representation or denning expectations of the Committee in re- 
cent years. The assertion that “TDA restructured BPAC in 1994, by expanding 
consumer representation through voting consultants” is not true. One consumer, 
who is also a physician scientist was added to the committee in 1994. A second 
consumer, the first lay consumer, was added in 1995. This hardly suggests a major 
overhaul. Activities to reform the Committee are more substantial this year. How- 
ever, the composition of BPAC has not yet been announced. Secretary Shmala stated 
the BPAC charter will be revised. We have never seen this charter, and frankly, did 
not know one existed. BPAC structure, organization, and the methods used for mak- 
ing decisions regarding its membership have been and continue to be shrouded in 
a uoak of secrecy. 

We reiterate that broad peiupectives and vastly improved scientific credibility are 
essential for the new BPAC. These critical questions must be addressed; How does 
the FDA manage BPAC? Who sets the agendas? Who writes the preset questions 
that BPAC votes upon after discussion? Wouldn’t it seem more unbiased if the ques- 
tions were formulated by the committee after the discussion of the data? Why can’t 
the committee set its own agenda? Who determines what background information 
committee members receive, ensuring it is comprehensive and not biased toward a 
pi^icular view (which has occurred this year)? Secretary Shalala states that the 
*FDA evaluates its committee members . . .”. What criteria are used? Who are the 
decision m^ers at “FDA?” These questions have resisted straightforward answers, 
which contributes substantially to the cloak of secrecy surrounding BPAC and how 
it functions. 

Recommendation Eleven 

The public need for reliable sources of information on blood and blood products 
is critical and is absolutely dependent on the FDA mandating that indust^ provide 
this information. In many respects, the industry providing the blood for this country 
must be held accountable hut such accountability needs a coordinated Federal over- 
sight. There are no easy answers for this recommendation, but it is critical to the 
future safety of the blood supply and deserves special attention from government 
agencies as well as Congress. 

Recommendation Twelve 

If physicians and patients are going to be able to discuss options ownly, they 
must have accurate information by which to base these conversations and decisions. 
Clearly some information in the early 1980s was not widely available to the public. 
Even government agencies with better access to information could not make clear 
recommendations. Tne emerging information must come from a partnership between 
FDA, CDC, NIH, industry, and consumer/physician organizations. The mandate for 
making the information available must come from the hipest levels of government, 
and this is not specifted by the Secretary. Fifteen years after the AIDS virus impact 
on the blood supply there is still no mandated system for communicating about 
blood product recalls or viral outbreaks to pharmacists, doctors or patients. 

Recommendation Thirteen 

A focused approach on how best to communicate clinically useful information to 
providers of care and the public from government agencies has not yet occurred. For 
example, neither the interim reconunendations on CJD issued on August 8, 1996. 
nor the August 10, 1996 FDA recommendations, concerning HlV-1 antigen screen- 
ing of donor blood were widely distributed to treating physicians and consumer or- 
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ganizations. We are concerned that no mandate exists for this to occur in the future. 
Emerging scientific issues are on the table now that should be distributed, and 
there is no mechanism for their review, study, and dissemination by the FDA. We 
continue to see a lack of leadership on the smety of the blood supply. It is impera- 
tive that the TOvemment establish a system to communicate information and issues 
to providers oT care and the public quickly and in a balanced manner. 

Recommendation Fourteen 

The recommendation on conflict of interest in voluntary organizations is well 
taken and has been a central issue for the current volunteer and staff leadership 
of the NHF. The NHF is currently undergoing an extensive Strategic Planning Proc- 
ess to further address this issue. 


RESPONSE TO THE TESTIMONY OF DONNA E. SHALALA, SECRFTrARY OF HEALTH AND 
HUMAN SERVICES, BY PATRICIA M. DEFIUPPI 

Mr. Chairman and members of the subcommittee. I was very surprised and 
pleased by your request that I respond to the testimony of Secretary Shalala given 
at your subcemmittee hearing on October 12, 1995. It seems a daunting task to re- 
spond to her thoughtful and obviously concerned speech. Nfy remarks are primarily 
focused on specific problems I had with the Report of the Secretary, Task Force on 
Blood Safety. As you are aware, this is an area of extreme concern to my family, 
the hemophilia community and the general public. 

This report is broken down into a series of recommendations. In the interest of 
brevity and clarity, I will respond to them by number without quoting each pro- 
posal. 

Recommendation number 1 talks about the PHS Blood Safety Committee. I would 
suggest that one or more of the members of that committee be a medical doctor with 
experience in treating people with either bleeding disorders or with diseases result- 
ing from those in order that the committee have a clearer understanding of the 
human impact of their decisions. This member could even be a person not employed 
by the government. In addition, this committee should be urged to keep in mind 
that both a considered and a timely response to a possible contamination of the 
blood pool are important. 

On recommendation number 2, the selection of members of the Advisoiy Commit- 
tee on Blood Safety and Availability should be carefully designed to include someone 
to guard the best interests of all affected consumers, in a manner so that no one 
group has a dominant voice. It is clear that any committee that included EACH af- 
fected group would be unwieldy, but perhaps these groups could rotate on and off 
the committee. Groups that might be included are: people with hemophilia A and 
B; women with Von Willibrands disease; affected carriers; those with other forms 
of clotting disorders; people with HIV or AIDS, and people without HIV/AIDS but 
with other blood borne illnesses; people with liver disease and/or cancer; those with 
sickle cell disease; and a member of the general public without any of the above who 
could represent those who receive transfusions. Medical members of the committee 
should represent providers who treat a variety of these disorders and whose pa- 
tients include men as well as women. It might be advisable to include a memMr 
of the insurance industry as a consultant to reflect the effect decisions wiU have go 
the insurance coverage of individuals. 

Recommendation 3 needs to address the availability of insurance or medical care 
to those with bleeding disorders and/or secondary infections resulting from blood 
transfusion. Currently, it is extremely difficult for anyone in that situation, who 
loses coverage to be reinsured. One group who regularly lose coverage is young 
adults who exit their parents insurance at we end oAheir schooling. 

Regarding recommendation number 4, does the I^blic Health Service’s Inter- 
agen^ Working Group include a seat for a hematologist with an active practice in 
treating bleeding disorders or diseases resulting from transfusions? If not, it should. 

Recommendations 5, 6, 7, 8, 10 and 14 seem line. 

The ninth recommendation addresses the Blood Products Advisory Committee. I 
would recommend that the Committee include at least one consumer with a bleed- 
ing disorder and one consumer without a bleeding disorder. 

Recommendation 11 addresses the manner in which the PHS could gather infor- 
mation to make decisions about the blood supply. Four options were discussed. Two 
of them seem inadvisable because of obvious conflict of interest. One is asking the 
blood industry to voluntarily provide the information, the other asks for “outside” 
organizations to provide the information. If this refers to hospitals, doctors or 
consumer groups, the information could be biased. 
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Recommendation 12 talks about doctor and patient discussing risks. I would ui^ 
that all pertinent information be made available, perhaps in summary form, to in- 
ternists, and family practitioners in addition to specialists, as they treat many peo- 
ple who use blood products and often see those patients more frequently. 

Recommendation 13 talks about a panel to decide what information the public 
needs to have in the event there is a (Mtential or real threat of disease in Ihe blood 
pool. 1 would urge the panel to be timely in its advisories to the public and to re- 
member the lessons of 1985. As a teacher, I am obligated to assume people can 
learn far more than my prejudices predict, and genermly people do exceed our ex- 
pectations in learning and understanding. I believe almost everyone, with an ade- 
quate amount of knowledge, can make n informed decision about their risk of trans- 
mitting or receiving an infertion. Whether or not you agree with me, you can be sure 
that without information, people have no chance of making an informed decision. 
Providing information needs to be the first priority of this panel. 

This response is my own and does not intentionally refl^ the opinions of the Na- 
tional Hemophilia Foundation. They are attaching a response to mine. Thank you 
for allowing me the honor of responding to Secretary Shalala’s testimony, and for 
listening to my ideas. 

Respectmlly submitted, 

Patricia M. DeFilippi 


COMMITTEE OF TEN THOUSAND-WEST’S RESPONSE TO SECRETARY SHALALA 

We applaud Secretary Shalala’s quick response to the Institute Of Medicine Of 
Medicine Report. The appointment of Dr. Philip Lee to head up the effort, so far, 
appears to be a good choice and one that indicates the Secretaiys commitment to 
action. 

However, we take issue with some important parts of Shalala’s testimony. While 
we agree that the safety of the blood supply nas improved markedly since the 
1980’s, there remain serious problems that require ongoing attention ana action. 

At the core of our concerns is the way in which emerging threats to the blood sup- 
ply are conceptualized. The AIDS/blood epidemic should teach us that the old per- 
spective of “waiting until all the data is m* is no longer sufficient to address fatal 
threats such as HlV. We must cease to always be reacting to a given threat and 
begin developing and implementing aggressive and preemptive strategies and ac- 
tions to increase the safety of blood and blood products. 

The recent FDA action on CJD, Cruetzfeld-Jacob Disease, was the first example 
of a new approach to emer^g threats. We applaud this important and ground 
breaking decision and stron^y believe it should be a model for the future. Acting 
preemptively gives us the space to then rescind a pven decision if the data, once 
complete, indicates that the decision was wrong. This is the exact opposite of what 
occurred during the 1980’s when HIV was the emerging threat. We believe that Sec- 
retary Shalala must take a more activist stance regarding how we view emerging 
threats and therefore how we respond to those threats. 

The Secretary also juxtaposed the issues of safety and availability in a fashion 
that does incorporate the whole picture. Shalala constructed this issue in terms of 
decisions regarding safety having a negative impact on product availability. TWs is 
an argument we have heard many times over the past ten years. However it is an 
argument that fails to stand up given other mitigating factors that the Secretary 
and others fail to consider. 

While decisions undertaken in the name of safety can have short-term impacU on 
product availability, if we consider the whole picture, including treatment options, 
those impacts can be offset. For example, in the case of hemophilia factor VUI was 
not the only option available for the treatment of bleeding episodes. A small number 
of hemophilia treaters took their patients off factor VllI during the early 1980’s due 
to the emerging threat posed by AIDS. Ciyopercipitate was an option that in in- 
stances where 5 was produced Irom a low number of donors or a single donor was, 
in the end, safer than factor VIII concentrates. 

We have also learned that not all bleeding episodes reouire treatment. We do not 
believe that safety and availability should be juxtaposed at two ends of the spec- 
trum. Structuring the issue in this fashion has, in reality, worked against undertak- 
ing actions that would improve the overall safety of the blood supply. 

Secretary Shalala also articulated her view on the creation of the blood safety 
council that is at the core of the lOM recommendations. As Shalala envisions it the 
council would be an Inter-agency animal consisting of representatives from HHS, 
FDA, CDC, NIH, and the Public Health Service with an adyisoiy committee consist- 
ing of the manufacturers of blood products, blood bankers, independent researchers 
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and scientists and consumers. If implemented in this format, the danger of this be- 
coming another ineffective layer of bureaucrat is a distinct possibility. Establishing 
the council presents a unique opportunity to bring all of the interested parties into 
the decision making process. 

We believe that all the above interests should sit on the council together as deci- 
sion makers rather than creating a division that results in ^vemment being the 
only entity at the decision making level with the rest in an advisory role. The coun- 
cil, in our view is a real opportunity to develop and implement strategies and poli- 
cies that serve the 3.5 million Amencans that use blood/nlood products annually. 

The lOM report identified conflict of interest as a co-factor in the disaster of the 
1980’s. Given this it is critical that the council have strong representation from sci- 
entists and medical researchers who are not economically connected to the plasma 
industry; including independent experts in the areas of plasma/plasma products, 
and virology. Independent researches and scientists will uso facilitate identifying 
areas where research and study are necessary to cope with future emerging threats 
to4he blood supply. 

We firmly believe that industry must also paiticipete in the council, however that 
participation must occur in a famion that does not recreate the conflict of interests 
that played a significant role in the disaster of the 1980’s. Therefore, industry 
should have non-voting seats on the council, however they should ^ allowed to par- 
ticmate in all areas except voting due to their substantial economic interest. 

Tne council should also include independent expertise in the social/public policy 
area as we have learned that public perceptions and educating the pubhc are impor- 
tant components of the blood safety equation. 

The recommendations of the lOM panel are, for the most part, sound and should 
be implemented. However, if they are implemented without the direct participation 
of the users of blood and blood products then we are right back where we started. 
We simport the establishment of a national blood safety council at Uie level of the 
HHS &cretaTy but again this council must contain representation of all of the inter- 
ested parties; government, industry, the Red Cross, and all of the communities that 
depend on bloM and blood products. From our perspective this point is non-nego- 
tiahle and imperative if we are to create the necessaiy changes m the business of 
blood. The council must also have the authority to ensure that federal agencies are 
cooperating and listening to one another when confronted with emerang threats. If 
the FDA had not ignored the repeated warnings of the Centers For Disease Control 
that the causative agent for AIDS was a blood borne pathogen, thousands in the 
hemophilia community would have been spared this nightmare that is HIV/AIDS. 

We must create an environment within which all of the interested parties can 
come together to ensure that this nation has the safest blood supply that is humanly 
possible. Along these same lines the FDA Blood Products Advisory Committee must 
also contain all of the co mm unities that use blood and blood products. We believe 
that both the BPAC and the new HHS council should contain one third consumers 
if this process of change is to be successful. Without this we will continue to barred 
form the forums where decisions are made that critically impact our very existence. 

The lOM panel also called for the establishment of no-fault compensation funds 
to compensate those harmed by tainted blood and blood products; A recommendation 
we strongly support and are actively pursuing through the Ricky Ray Hemophilia 
Relief Act Of 1996, HR 1023. However that legislation, which has 1& co-sponsors 
in the house, is currently stalled in the House Judiciary Committee, Subcommittee 
On Inmiigration And Claims awaiting comments from Secretary Shalala. TTie Sub- 
committee has stated that no action will be taken on the legislation until comments 
are received from the Secretary. Those egregiously harmed by the disaster of the 
1980’s must be addressed if we are to move forward and prevent this from ever hap- 
pening again. 


October 25, 1995 

Mr. Christopher Shays, Chairman 

House Subcommittee on Human Resources & 

Intergovernmental Relations 
Room B-372 Rayburn Bldg. 

Washington, D.C. 20515 

Re: Protect the Blood Supply from Infectious Agents 
Dear Chairman Shays: 

Pnor to adjournment of the meeting, you requested a statement from those testi- 
fying as to rerommendations for protecting the blood supply and comments on Sec- 
retary Shalala’s testimony. With a few exceptions, I am in agreement with the Sec- 
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retarys presentation and the Institute of Medicine Report as follows: (1) Designa- 
tion of the Assistant Secretary of Health, as Blood 8af^ Director overseeing a 
Blood Safety Conunittee consisting of PD^ CDC and NIH Directors. The latter 
would be served by an Advisory Council on Blood Safety and Availability. The com- 
mittee, unfortunately, would lack input from physician care givers however and 
would not be able to offer a balanced ^rspective on public risk factors. 

(2) Reconstitution of the Blood Advisory ComraittM to FDA. Horafully, represen- 
tation will be obtained from the Hemophilia Foundation, Sickle CeU Foundation, as 
well as the American Association of Blood Banks and Physicians with a background 
in patient care and hematologic disorders. There would be an advanta^ for inves- 
titure of some decision making power in the BPAC with capabilities of interceding 
with FDA in applying regulations to blood programs, blood oanking centers and in- 
dustry. The advantage would reside in the committee’s ability to recognize that the 
blood donors represent a valuable resource that could be withdrawn if arbitrary reg- 
ulatory powers are applied to donor participation. 

(3) Implementation of new procedures to identify viral antigen or antibodies to a 
virus as soon as available providing the procedures can be shown to reduce or elimi- 
nate exposure of recipients to bloM or blood product infective agents. Specifically, 
the HIV antigen test kit should be employed nationwide as soon as sufficient kits 
are available to apply to all donated blood, volunteer and non-volunteer sources. 

The remainder of the Secretary’s recommendations, I believe will be beneficial to 
the nation blood program, however, I would add several additional leconunendations 
and comments that require attention. 

(1) The role of the ^ysician in blood banking programs should be reestablished 
to ensure that there is a medically knowledge^le individual at the helm of each 
center. The present lack of creditability of busmess type administrators must be rec- 
ognized if we are to assure that the community is better served with coordination 
between physician, hospital, donor and recipient. 

(2) An educational program also must be promulgated to enlighten physicians and 
community members as to risks and benefits of blood and blood prraucta (see at- 
tached). Hospital transfusion committees are in a position to undertake such pro- 
srams if provided with appropriate teaching materials and updated information 
from the various involved federal programs CDC, FDA, etc. Red Cross and other na- 
tional organizations also are in a position to broadcast such information to their 
communities. 

(3) New initiatives for eradicating viral contaminants from blood must be sup- 
ported with funds allocated specificuly for new proposals. Innovative approaches to 
disinfecting blood are possible and have not been encouraged sufficiently to permit 
development of new and more effective techniques. It is unlikely that such treat- 
ment opportunities will be created without funding. 

(4) Blood products employed for non-approved use should be placed on a fast track 
for FDA recognition and be given suitable s^port to achieve standardization of dos- 
ing in relation to therapeutic effectiveness. Tne latter speaks particularly to several 
fractionated blood promicts that contain an unspecified amount of von Willebrand 
factor in addition to factor Vni, and several multi-factor products that contain vita- 
min K dependent factors in varying concentrations. The latter being labelled on the 
basis of only one of the agents present (factor DC) despite the fact that the product 
may be usenil in deficiencies of the other vitamin K dependent factors of hereditaiy 
or acouired nature. For example, familial factor Vll deficiency and acquired hepatic 
disorders or Warfarin overdose. 

I wish the subcommittee well in its deliberations, and hope that the results of the 
meetings will be formulated into a new program that will transform blood banking 
and blood products industry into community responsive organizations that wiU con- 
tinue to work towards totally safe blood and blood products. 

Sincerely, 

John A. Penner, M.D., FA.CP. 

fVo/essor of Medicine 


RECOMMENDATIONS TO IMPROVE HEMOSTATIC PRODUCT USE BY EDUCATIONAL 

INTERVENTIONS 

Present educational activities in this area are limited with much of the informa- 
tion disseminated through industry sales representatives, who interact constantly 
with the hemophilic population as well as physicians serving this community. 

The National Hemophilia Foundation has assumed a role in patient education 
through regular newsletters to their members. Unfortunately, this does not reach 
all of the patients with hemophilia or other hemorrhagic disorders, nor does it reach 
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physicians managing such cases. Dr. Carol Casper at Children’s Orthopedic Hospital 
in Los Angeles recently has been providing a quarterly newsletter to a small group 
of interests physicians, addressing management of hemorrhagic problems primarily 
in hemophilic patients. Despite these efforts, gaps in knowledge of treatment and 
product use persist and it is unlikely that support for non-biased informative pro- 
grams will develop. 

In as much as the treating centers man^e the maiority of hemophilic patients, 
the opportunity to disseminate new knowledge through this route should to recog- 
nized. The centers also allow interaction with the patients as well as with the physi- 
cians in the community and thus can provide education on a broad front. 

On the larger issue of blood product use, hospitals are now required to identify 
a transfusion committee made up of staff physicians with the support of hospital 
administration services. Utilizing these operational units, it would to possible to de- 
velop an educational program that would reach plwsicians as well as blood recipi- 
ents and the general population. A coordinated eftort would require hinding and 
could be initiated and maintained as a permanent responsibility of BPAC. Alter- 
natively, the CDC or the FDA could undertake this commitment, however, I believe 
that these institutions would have less credibility than a more independent group 
drawn from physicians with patient care background and knowledgeable in blood re- 
lated disorders. 


Representative Christopher Shays 
Representative Edolphus Towns 
House of Representatives 
Subcommittee on Human Resources 
and Intergovernmental Relations 
Room B372 Rayburn Building 
Washington, D.C. 20515-6143 

Dear REPRESENTATtVE Shays and Representative Towns: 

This letter is in response to your request for my comments regarding the rec- 
ommendations made by the Secretary of Health and Human Services, Donna 
Shalala, On October 12, 1995 at the Congressional Hearing on “Protecting tne Blood 
Supply From Infectious Agents: New Standards to Meet New Threats”. 

At the Congressional hearing, I expressed concerns about the composition of the 
Blood Safety Council. The composition is critical to achieve the desired goals of pro- 
tecting our nation’s blood supply from infectious agents as well as ouier threats 
such as non-availability of blood and blood products. 

The Task Force corrunissioned by Secretary Shalala to study the Institute of Medi- 
cine (lOM) Recommendations agreed with the lOM recommendation #2 that the 
Public Health Service should establish a Blood Safety Council. The Task Force in- 
terpreted the lOM recommendation #2 that the hinctions outlined by the lOM for 
the Blood Safety Council are “governmental functions that should be peiTormed by 
the Department, not by outside parties”. It is this Task Force’s reconunendation that 
the Blood Council consist of only government representatives that I find unaccept- 
able. 

To create a Public Health Service Advisory Council on Blood Safety and Availabil- 
ity, which reports to the Blood Safety Council which is made up only of government 
officials, can prevent the concerns of medical practitioners from ever reaching the 
Blood Safety XHiector, who will present the recommendations of the Blood ^fety 
Council to the Secretary of Health and Human Services. The Council must, in fact, 
have direct representation of leaders in transfusion medicine, as well as Public 
Health Service experts, in order to make scientifically sound and practical rec- 
omirrendations to the Sroretary. 

The problems of the past are due largely to a lack of effective leadership and a 
lack of strategic planmng. The strategic planning must focus on prevention, e.g., 
using the safety model of the Oklahoma Blood Institute as a bas^ne. TTie Blood 
Safety Council must look at the global picture in dealing with future issues of blood 
s^ety and availability and should recommend approaches for the research commu- 
nity to pursue. Education of Public Health Service ofBcials, clinicians, transhision 
medicine specialists, and the public should also be a charge of this committee. 

In summary, I strongly believe that the makeup of the Blood Safety Council 
should include (1) transfusion medicine experts who are not only leaders but who 
are also visionaries and (2) Public Health Service officials froih FDA, CDC, and 
NIH. The charge of the Blood Safety Council should be strat^c planning that en- 
compasses all asTOcts of transfusion medicine and sp^ifically focuses on prevention. 

I want to tharik you for allowing me the opportunity to voice my concerns. I will 
be pleased to serve in any way to help enhance the safety and availability of our 
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nation’s blood supply. I can be reached through the Oklahoma Blood Institute at 
(406) 297-^78 (office) or (405) 297-6800 (24 hour paging). 

Sincerely, 

Ronald 0. Gilcher, M.D., FA.CP. 
President and Chief Executive Officer 
Sylvan N. Goldman Center 
Oklahoma Blood Institute 

Mr. Shays. Thank you. Our final panel is Kathryn Zoon, Ph.D, 
Director, Center for Biologies, Evaluation and Research, Food and 
Drug Administration. Accompanied by Jay Epstein, an M.D., Act- 
ing Director, Office of Blood Research and Review, Center for Bio- 
logies, Evaluation, and Research, Food and Drug Administration. 

And we sincerely thank both of you for being here. My under- 
standing is you have been here for the whole day to hear the testi- 
mony of the others. 

Ms. Zoon. We did not hear all the testimony. We came in during 
the second panel, Mr. Chairman. 

Mr, Shays. Why don’t I ask you if you would stand up and we 
will swear you in. If there is anyone else who might accompany 

S ou, please feel free to come right up front. It doesn’t mean you 
ave to answer questions but if you are, in fact, asked questions 
you will be under oath. 

If I could, just for the record, could you state your name, sir? 

Mr. Simmons. James Simmons. 

Mr. Shays. And your position is at FDA? 

Mr. Simmons. Yes. 

Mr. Shays. And? 

Ms. Maloney. Diane Maloney. 

Mr. Shays. Diane Maloney? 

Ms. Maloney. Maloney. 

Mr. Shays. Thank you. It is wonderful to have all of you here. 
[Witnesses sworn.] 

Mr. Shays. We are basically, I think, having testimony from one 
individual; is that correct, Dr. Zoon? 

Ms. Zoon. That is correct. I will be giving the testimony. 

Mr. Shays. We welcome your testimony and appreciate you being 
here. 

STATEMENT OF KA'raRYN ZOON, Ph.D, DIRECTOR, CENTER 
FOR BIOLOGICS, EVALUATION AND RESEARCH, FOOD AND 
DRUG ADMINISTRATION; ACCOMPANIED BY JAY EPSTEIN, 
AN MJ)., ACTING DIRECTOR, OFFICE OF BLOOD RESEARCH 
AND REVIEW 

Ms. Zoon. Thank you, Mr. Chairman. I would like to make a re- 
quest for an indulgence for the 5-minute rule. I will try to keep my 
remarks very short, but I think it is important to answer the ques- 
tions that you have asked us to address. So I beg your indulgence. 

Mr. Shays. Let me just say this to you. You can give any length 
of testimony you want. Are you saying you want to go over the 5- 
minute rule? 

Ms. Zoon. Yes. 

Mr. Shays. Yes, that’s fine. Your testimony is very important 
and we would want vou to feel free to give your testimony. About 
how long do you think it will be? 

Ms. Zoon. About 10 minutes. 
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Mr. Shays. That’s fine. I don’t want you to read it quickly. You 
give it as you feel comfortable. 

Ms. ZooN. 'Thank you very much. Mr. Chairman and members 
of the subcommittee, I appreciate the opportunity to appear today 
to discuss progress in enhancing and insuring the safety of the Na- 
tion’s blood supply. I am Dr. Kathryn Zoon, Director of the Center 
for Biologies, Evaluation, and Research, or CBER, at FDA, and I 
am accompanied today by Dr. Jay Epstein, Director of the Office 
of Blood ^search and Review, and my colleagues who have al- 
ready identified themselves. 

The blood supply plays a vital role in the American health care 
system, and the United States has one of the safest blood supplies 
in the world. As Secretary Shalala noted this morning, approxi- 
mately 12 million units of blood are drawn from volunteer donors 
every year for use in more than 3.5 million Americans. Much of 
this blood, and an additional 12 million units of plasma, is further 
processed into products, referred to as derivatives, such as immune 
globulin used to prevent infections, and clotting factors such as 
anti-hemophiliac factor used to treat hemophilia. 

Because it is a human tissue, blood is by its very nature always 
at risk for transmitting disease. Because of this risk and because 
millions of Americans depend on blood products, FDA places a very 
high priority on blood safety. 

Our goal at the Center for Biologies, Evaluation, and Research 
is to help insure the safety of the Nation’s blood supply by minimiz- 
ing the risk of infectious disease transmission and other hazards 
while maintaining an adequate supply. 

We oversee all phases of blood preparation and manufacture 
from donor screening and selection and testing to product collec- 
tion, processing, labeling, and storage. CBER licenses blood estab- 
lishments that ship blood products in interstate commerce and in- 
spects these establishments and more than 2,500 registered intra- 
state blood establishments. 

We have made enormous progress in preventing the transmission 
of infectious agents through blood products since 1970. In fact, over 
the last 10 years, FDA and the blood industry have made the blood 
supply dramatically safer than ever before. In particular, the intro- 
duction of new screening tests for hepatitis viruses and HIV and 
the implementation of virus inactivation for plasma-derived prod- 
ucts have simificantly increased the safety of blood products. 

In the early 1970’s, the risk of contracting some form of hepatitis 
from a unit of blood was as high as 1 in 12. Now the risk of con- 
tracting Hepatitis B per unit oftlood is approximately 1 in a quar- 
ter of a million per unit of blood. And the risk for contracting Hepa- 
titis C is less than 1 in 3,300. 

For HIV, the risk of infection has decreased from 1 in 2,500 in 
1985, to approximately 1 in half a million today. For patients who 
need blood transfusions, the risk of transfusion-associated disease 
is far less than the risk of dying or become more seriously ill with- 
out a transfusion. 

Blood banking has evolved in his country from a loosely orga- 
nized medical service into a maior manufacturing industry, an in- 
dustry that must conform to high standards and quality control re- 
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quirements comparable to those of pharmaceutical companies or 
other regulated industries. 

FDA can provide support and guidance, but it is fundamentally 
the blood banks’ responsibility to comply with the rigorous stand- 
ards that are necessary to protect our blood supply. We are com- 
mitted to holding blood banks to those standards. 

Let me say a few words about how we do that. The blood safety 
system established by the FDA consists of five layers, which begin 
at the blood collection center and encompass the manufacturers 
and distributors of blood product. 

First, there is donor screening; second, there is blood testing; 
third, there is donor deferral; and, fourth, there is inventory man- 
agement to insure that products have been thoroughly tested and 
that donation records have been verified; and, fifth, blood establish- 
ments must investigate any breaches of these safeguards and cor- 
rect any system deficiencies that are found. 

Earlier today, Secretary Shalala discussed the Institute of Medi- 
cine’s report and the recommendations of our department’s task 
force. As the Secretary noted, the lOM panel did not review the ex- 
isting blood safety program or the current safety of the blood sup- 
ply, but examined the events and public health organizational and 
decision structures of the early 1980’s as they affected blood safety. 

I just want to clarify one issue regarding this with respect to the 
responsibilities of the committees that the Secretary outlined. The 
Blood Safety Director will be the head of the Blood Safety Commit- 
tee. The Blood Safety Committee’s membership includes the Com- 
missioner of the FDA, the Director of CDC, and the Director of 
NIH. That committee will be served by an Advisory Council on 
Blood Safety and Avmlability. That advisory group will include rep- 
resentatives of industry, consumers, scientific experts, and 
ethicists. 

Let me take a moment to list some of the many sij^ificant 
changes FDA has made since 1986. CBER, the Center for Biologies, 
was reorganized in 1992 to reflect the importance of the blood sup- 
ply. FDA has strengthened its internal management of blood is- 
sues. FDA has broadened the composition of its Blood Products Ad- 
visory Committee and has improved its use of the committee as an 
independent source of expertise. 

FDA has strengthened the overlapping safeguards that protect 
patients from unsuitable blood and blood products. FDA has signifi- 
cantly increased its oversight of the blood indust^ and FDA has 
repeatedly provided the blood industry with detailed and specific 
guidance about how to insure that blood and blood products are as 
safe as possible. Such guidance has covered deferring donors, 
screening blood for infectious agents, interpreting test results, rein- 
stating previously deferred donors, and quality assurance. 

Mr. Chairman, I would like to conclude my oral statement by 
touching on a number of issues that you have asked about. The 
first is the Blood Products Advisory Committee. The Blood Prod- 
ucts Advisory Committee, or BP AC, is mainly composed of leading 
outside experts in the field relevant to transfusion medicines. 
These include hematology and infectious disease. 

This committee meets re^larly to review critical issues affecting 
the blood supply and to advise the agency on these matters. The 
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agency currently is in the process of reconstituting the BPAC to re- 
duce industry membership and include broader representation from 
consumer advocates, care givers, and persons who frequently use 
blood products. 

This measure is being undertaken in response to concerns about 
possible financial conflicts of interest and tne need to increase and 
formalize consumer representation on the committee. The agency is 
committed to insuring adequate representation of scientific experts 
and knowledgeable consumers on this important panel. 

The newly announced PHS Advisory Council on Blood Safety and 
Availability will provide an additional forum for consideration of 
the broad public health and societal implications of blood safety is- 
sues and will complement the scientific advisory role of the BPAC. 

To further reduce the risk of infections blood recipients mi^t re- 
ceive through contaminated transfusions, in August 1995, FDA is- 
sued guidance to the blood industry recommending that blood es- 
tablishments test donors with new HIV-I antigen test kits after 
they become available. 

Using new antigen tests would reduce by about 1 week the win- 
dow period between HIV infection and detection. Reducing the win- 
dow period when a patient has been infected with HIV but does not 
have antibodies at a detectable level further reduces the chances 
that HIV contaminated blood will enter the blood supply. 

Although no HIV antigen tests are currently licensed for screen- 
ing, FDAs recommendations are in anticipation of products that 
are being developed for this use. 

I know you would like to discuss Creutzfeldt-Jakob Disease as an 
example of FDA’s response to an emermng infectious disease. CJD 
is a rare, fatal, degenerative disease of the central nervous system 
that affects approximately one person per million per year. A small 
number of donors of blood and plasma have been diagnosed with 
CJD since 1983. 

Although there are no confirmed cases of CJD from transfusions 
and the risk of such transmission is considered extremely small, 
the possibility of CJD transmission through blood products cannot 
be ruled out at this time. 

For this reason, in August 1995, the agency recommended that 
blood establishments withdraw and quarantine products subse- 
quently found to have come from donations of individuals diag- 
nosed with or at increased risk of CJD. FDA also has recommended 
that blood donors now be questioned to determine if they have risk 
factors for CJD and that at-risk individuals be permanently de- 
ferred from donating blood. 

FDA’s work to help insure that immunoglobulin products con- 
tinue to be safe, effective, and available, also demonstrates the 
agency’s commitment and ability to solve tough problems quickly. 

In February 1994, FDA received the first ever report that impli- 
cated a U.S. licensed immunoglobulin intravenous product in the 
transmission of Hepatitis C. The product was quickly withdrawn 
from the world market. The firm reentered the market only when 
the manufacture process was modified to include a viral inactiva- 
tion step. 

As part of its ongoing research program on plasma derivatives, 
FDA developed methods which it usea to investigate this incident. 
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In addition, FDA extended the investigation to intramuscular 
immunoglobulin products. Because viral inactivation of IGIM prod- 
ucts was not yet in place on December 27, 1994, FDA announced 
that only those lots of IGIM that had been screened for Hepatitis 
C virus and found negative should be distributed. 

In both the intravenous and intramuscular immunoglobulin epi- 
sodes, FDA immediately assessed the scope of the problem, notified 
manufacturers and physicians, and explained what it was doing 
and why. FDA worked closely with the Centers for Disease Control 
and Prevention and manufacturers of immunoglobulin products to 
head off shortages of these important plasma derivatives caused by 
the changes in the manufacturers’ criteria for product acceptance. 

In contusion, Mr. Chairman, there has been a remarkable de- 
crease in the transmission of viral diseases through blood in recent 
years. Thanks to the efforts I have described, blood is safer than 
it has ever been, despite the threats of AIDS and hepatitis. I be- 
lieve the public can and should have confidence in the safety of the 
blood supply. 

Thank you, Mr. Chairman. We will be happy to answer any ques- 
tions you or the subcommittee may have. 

[The prepared statement of Dr. Zoon follows:] 

Prepared Statement oe Kathryn Zoon, Ph.D., Director, Center tor Biologics, 
Evaluation and Research, Food and Drug Administration 

Mr. Chairman and members of the Subcommittee, 1 appreciate the opportunity to 
appear today to discuss progress in enhancing and assuring the safety of the na- 
tion’s blood supply. I am Dr. Kathryn Zoon, Director of the Center for Biolomcs 
Evaluation and Research (CBER) at FDA. 1 am accompanied today by Dr. Jay Ep- 
stein, Director of the Office of Blood Research and Review in CBER. 

The blood supply plays a vital role in the American health care system and the 
United States has one of the safest blood supplies in the world. Each year, approxi- 
mately 12 million units of blood are drawn from volunteer donors for use in more 
than 3.5 million Americans. Much of this blood and an additional 12 million units 
of plasma is fiirther processed into products, referred to as derivatives, such as im- 
mune globulin, used to prevent infections, and clotting factors, such as 
antihemophilic factor, used to treat hemophilia. However, we must acknowledge 
that blood and blood products will never be totally risk free, which creates chal- 
lenges for maximizing their safety and availability. 

CHALLENGE FACING REGULATORS 

Blood, because it is a human tissue, is by its nature always at risk for transmit- 
ting disease. Because of this risk, and the fact that millions of Americans ^pend 
on blood products, efforts to help ensure the greatest possible safety of this life-sav- 
ing product are a high priority for the Fooa and Drug Administration (FDA) and 
the Department of Health and Human Services (DHHS). Within FDA, CBER is re- 
sponsible for regulating blood products. 

Our goal is to help ensure the safety of the nation’s blood supply by mimmzing 
the risk of infectious disease transmission and other hazards, while maintaining an 
adequate supply. FDA continuously faces new challenges in meeting this goal. We 
must maintain a regulatory system that can respond to a channng industry as well 
as to any potential threats to blood safety. We must be ever diligent and attentive 
to the possibility Dint known or newly emerging infectious agents will require con- 
trol measures that do not currently exist. 

A close look reveals that enormous progress has been made in preventing the 
transmission of infectious a^nts through blood products since 1970. In fact, FDA 
and the blood industry have implemented safeguards in the last ten years that have 
made the blood supply dramatically safer than ever before. In particuW, the intro- 
duction of new screening tests for hepatitis viruses and HIV, and the implementa- 
tion of virus-inactivation ' has significantly increased the safety of blood products. 


^Procedures for plaBma-derived products. 
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In the early ISTO’s, the risk of contracting some form of hepatitis from a unit of 
blood was as hi^ as 1 in 12. Now the riw of contracting hepatitis B per unit of 
blood is approximately 1 in 250,000, and the risk for contracting hepatitis C is less 
than 1 in 3,300^. For HIV, the risk of infection has decreased from 1 in 2,600 in 
1986 to around 1 in 500,000 today. For patients who need blood transfusions, the 
risk of transfusion-associated disease is far less than the risk of dying or becoming 
more seriously ill without a transfusion. 

I would like to describe for you today the increasingly complex blood industry, 
FDA’s role in regulating the blood supply, and significant recent developments in 
blood regulation. 


BLOOD INDUSTRY 

Blood banking is a very different industry than it was a few years ago. The use 
of many new donor screening procedures, including multiple laboratory tests, and 
an increase in the number and type of blood products being produced have made 
blood banking far more complex than ever before. 

In general, there are three types of blood establishments; blood banks, transfusion 
services, and plasmapheresis centers. 

• Blood banks collect whole blood for transfusion and for processing into com- 
ponents such as red blood cells, fresh frozen plasma and cryoprecipatated 
antihemophilic factor. Blood banks may be associated with hospitals or may op- 
erate as free-standing centers. The American Red Cross collects and processes 
approximately 60 percent of the Nation’s blood supply through its regional cen- 
ters. 

• Transfusion services located in hospitals perform compatibility testing, store 
and issue blood for transfusion but do not collect and process blood. These facili- 
ties obtain blood and blood products from blood collection centers that generally 
service hospitals in a region. 

• Plasmapheresis centers collect Source Plasma that is pooled and further 
manufactured into products such as immune globulin, albumin and 
antihemophilic factor. &me Source Plasma is used to manufacture blood testing 
reagents. 

Blood banking has evolved from a loosely organized medical service into a major 
manufacturing mdustry — an industry that must conform to high standards and 
quality control requirements comparable to those of pharmaceuucal companies or 
other regulated industries. FDA can provide support and guidance but it is fun- 
damentally the blood bank’s responsibility to comply with the rigorous standards 
that are necessary to protect our blood supply. We are committed to holding blood 
banks to those standard. 

New strategies for disease control have resulted in changes in blood h ank proce- 
dures, including methods for determining donor suitability, processing, testing, and 
labeling of blood products. The advent of new tests to detect transfusion-transmitted 
infectious diseases has necessitated that FDA review and approve new test kits and 
improvements to existing test kits. It also has resulted in the need to provide guid- 
ance to blood establishments concerning the implementation of the tests. In some 
cases, the increased testing has resulted in the consolidation of testing laboratories 
for blood establishments. 

To ensure compliance with regulatoiy standards, FDA has implemented a vigor- 
ous inspection program for blood banks. The increased surveillance of blood estab- 
lishments coupled with the enhanced training of investigators and education of the 
regulated industry has resulted in an increased awareness of quality assurance in 
product manufacturing. 

FDA REGULATION OF THE BLOOD SUPPLY 

The blood safety system established by FDA consists of five layers which begin 
at the blood collection center and encompass the manufacturers and distributors of 
blood products. 

(1) First, donor screening is performed by asking donors questions about their 
health and risk factors after they receive educational material. Potential donors are 
interviewed by trained personnel regarding their medical history to determine 
whether that person is a suitable donor. Potential donors whose blood may pose a 
health hazard are asked to exclude themselves as donors. 

(2) Second, after donation the blood is tested for blood-borne agents such as HIV, 
hepatitis and HTLV-I. 


*A more current unpublished estimate places this risk around 1 in 62,500 using newer screen- 
ing tests. 
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(3) Third, blood establishments must keep current a list of deferred donors to pre- 
vent use of units from deferred donors. 

(4) Fourth, the blood products are <marantined until the products have been thor- 
ou^ly tested and the donation recoros have been verified. 

(5) F^h, blood establishments must investigate any breaches of these safeguards 
and correct any system deficiencies that are found. 

CBER REORGAMZATION 

In 1992, FDA’s Center for Biologies Evaluation and Research (CBER) was reorga- 
ni 2 ed, partly to reflect the increased visibility and importance of blood safety and 
product approval issues. Components of the reorganization included: 

• Streamlining the review process through organizational changes, increasing 
automation, and increasing stafling in critical areas. 

• Implementing enforcement strategies and developii^ quality assurance 
guidance to assist blood establishments in compl^ng with regulations. 

• Initiating efforts to further reduce transmission of infectious diseases by 
blood transfusion which include product related research, initiatives related to 
blood donor suitability detem-inations and approval of new products and proce- 
dures. 

• Initiating mechanisms for enhanced coordination and communication 
through public workshops, inter-agency communication, public education activi- 
ties, and more rapid communication of guidance to the blood industry. 

CBER’s actions have fostered and accelerated a major change in the nation’s blood 
industry. In expecting the same high manufacturing standards of blood establish- 
ments as we do from traditional-pharmaceutical firms, we are overseeing a sweeping 
transformation of the way blood and blood products are collected, processed and 
handled. 

ADVISORY COMMITTEES 

The Blood Products Advisorv Conunittee (BPAC), mainly composed of leading out- 
side experts in the fields of hematology and infectious disease relevant to trans- 
fusion medicine, meets regularly to review crucial issues affecting the blood supply 
and to advise the ^ncy on these matters. The agency currently is in the process 
of reconstituting BPAC to reduce industry membership and include broader rep- 
resentation from consumer advocates, care givers, ethicists and persons who fre- 
quently use blood products. 'This measure is being taken in response to concerns 
about giving greater attention to the consumer's perspective. 'The agency is attempt- 
ing to balance the membership between knowledgeable consumers and experts in 
the field. 

In addition to BPAC, FDA furthers its commitment to broad representation in 
seeking outside advice on critical regulatory issues throu^ the use of the special 
Ad Hoc Advisory (Committees. 

ucEN sure/registration/inspections 

FDA oversees all phases of blood preparation and manufacture, from donor selec- 
tion and testing to product collection, processing, labeling and storage. CBER li- 
censes blood establishments that ship blood products in interstate commerce and in- 
spects these estabbshments and the more than 2,500 registered intrastate blood es- 
tabUshments that collect or process blood throughout the United States. In order to 
obtain a license, a blood establishment must demonstrate the ability to make safe 
and effective products and must fully implement all saferaards over blood and blood 
products, including the five layers I described earlier. Collection or manufacturing 
estabbshments that are not involved in interstate commerce are not bcensed, but 
they register with FDA and, bke licensed establishments, are inspected by FDA. All 
blood establishments are subject to the same good manufacturing practice standards 
(GMPs) as licensed estabbshments. 

FDA has significantly increased oversight of the blood industry. Inspections have 
allowed the agency to monitor closely the operations of blood banks and verify ad- 
herence to regulations and proper procedures. Facilities which are found to have 
more serious and frequent problems are inspected more frequently. Many FDA reg- 
istered and bcensed facilities are inspected annually and all at least biennially. 

Inspections help insure that the blood establishments are adhering to current 
GMPs. During the inspection, investigators monitor donor screening; blood testing, 
labebng, storage, and handling; record keeping and other manufacturing practices. 
When there are violations and safety hazards, FDA can take action against the 
product or establishment. FDA can issue warning letters or suspend or revoke li- 
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censes. Legal actions can result in civil or criminal penalties, including seizure of 
the product or recalls. 

Because of the potential risks involved, FDA regards blood or blood commnents 
as unsuitable for use if any of the safe^ards is breached. Unsuitable units that are 
shipped are subject to recall because of the potential risk, even if tests do not show 
definitely that the products are contaminated. 

SIGNIFICANT RECENT DEVELOPMENTS IN BLOOD REGULATION 

In July 1993, at the recjuest of three members of Congress, Secretary Shalala 
asked the Institutes of Medicine (lOM) to review the events Mtween 1982 and 1986, 
during which HIV was transmitted through blood products to more than half of the 
16,000 hemophiliacs in the U.S. The lOM released a report on July 13, 1996. Sec- 
retary Shalala appointed a task force to review HHS blood safety activities in re- 
sponse to the recommendations made. FDA participated on the task force. Alter re- 
viewing the lOM recommendations and the existing blood safety system, the task 
force made additional recommendations to further enhance the blood safety system. 
The lOM report and the Department’s response were the subject of Secretary 
Shalala’s testimony this morning before this Subcommittee. 

The lOM panel did not review the existing blood safety program or the current 
safety of the nlood supply, but examined the events and public health organizational 
and decisionmaking structures of the early 1980s as they affected blood safety. 

Many significant changes have heen made by the FDA since 1986. These changes 
include: 

• FDA has stren^hened its internal management of blood issues. 

• FDA has broadened the composition of its BPAC and has improved its use 
of the committee as an independent source of expertise. 

• FDA has strengthened the overlapping safeguards that protect patients 
from unsuitable blood and blood products, building on improvements made prior 
to 1986. 

• FDA has significantly increased its oversight of the blood industry. 

• FDA has repeatedly provided the blood industry with detailed and specific 
guidance about how to ensure that blood and blood products are as safe as pos- 
sible. 

Since 1983, before the isolation of the AIDS virus, FDA has issued over 80 memo- 
randa containing recommendations regarding procedures to increase the sedety of 
the blood supply. These industry on such issues as documents provide guidance to 
deferrinp donors, screening blood for infectious agents, interpreting test results, and 
reinstating previously deferred donors. 

FDA’s guidance documents provide greater flexibility than the formal rule-making 
process in instances where protection of the public health requires swift action. 
Technology advances so rapidly that many guidance documents/recommendations 
would be obsolete by the time notice-and-comment rulemaking was completed. 
Moreover, FDA has found that its recommendations quickly become the industry 
standard. 

FDA has increased its use of Advisory Committees, public meetings and work- 
shops as means to communicate its expectations through public discussion, and has 
issued increasingly specific guidance to regulated industry through Guidelines, 
Points to Consider and Recommendations. In addition, FDA has made increasing 
use of compliance policy guidance documents to clarify its positions on enforcement. 

We recently issued a guideline for blood banks on development of written quality 
assurance programs. Carefully designed and carefully followed quality assurance 
programs should be at the foundation of a blood bank’s program to prevent the re- 
lease of unsuitable blood and blood components. 

Blood donations are now tested for seven different infectious diseases — up from 
only two as recently as 1981. As a preventive measure, FDA instituted screening 
for antibodies to HIV— 2 in 1992 even before the agency had any evidence that HIV— 
2 was being spread in the blood supply. FDA also was proactive in instituting 
screening for HTLV— I (the leukemia virus) in 1988. The first screening test for anti- 
bodies to hepatitis C was approved in 1990, and an improved screening test became 
available in 1992. 


HIV-l ANTIGEN SCREENING 

In August 1995, to further reduce the risk of infecting blood recipients throu^ 
contaminated transfusions, FDA issued guidance to the olood industry which rec- 
ommends that blood establishments test donors with new HIV-1 antigen test kits 
after they become available. Using the new antigen tests would reduce by about one 
week the “window period” between HIV infection and detection. Reducing the win- 
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dow period further reduces the chances that HIV-contaminated blood will enter the 
blood supply and infect recipients of transfused blood or other blood products. Cur- 
rently, blood donors are screened with tests that detect only HIV antibodies, nor- 
mally detectable within two months after infection. The antigen screening tests de- 
tect HIV-1 antigens, which are the virus' own proteins. Although no HIV antigen 
tests are currently licensed for screening, FDA’s recommendations are in anticipa- 
tion of products that are being developed for this use. 

GUIDANCE TO REDUCE THE RISK OF CREUTZFE1J3T JAKOB DISEASE 

Also in Au^st 1995, FDA issued ^idance to reduce the possible risk of transmit- 
ting Creutzfi^dt-Jakob disease (CJD) by blood and plasma products. CJD is a rare, 
fatal, degenerative disease of the central nervous system that affects approxinnately 
one person per million per year. A small number of donors of blood and plasma have 
been diagnosed with CJD since 1983. In each established case, blood centers volun- 
tarily withdrew all unused products derived from the infected donors. Although 
there are no confirmed cases of CJD from transfusion and the risk of such trans- 
mission is considered extremely small, the possibility of CJD transmission through 
blood products cannot be ruled out at this time. Thus, the agency has recommended 
that blood establishments should withdraw and quarantine products subsequently 
found to have come from donations of individuals diagnosed with or at increased 
risk of CJD. These quarantined products could be released in the case of blood prod- 
uct shortages if the products bear special labeling noting the CJD risk. FDA also 
has recommended that blood donors now be questioned to determine if they have 
risk factors for CJD and that at-risk individuals be permanently deferred from do- 
nating blood. 

THREAT OF HEPATITIS C INFECTION IN IMMUNE GLOBULIN PRODUCTS 

FDA’s work to help ensure that immune globulin products continue to be safe, ef- 
fective and available demonstrates the agency’s commitment and ability to solve 
tough problems quickly. In February 1994, FDA received the first-ever reports that 
immicated a U.S. licensed Immune Globulin Intravenous (IGIV) in the transmission 
of Hepatitis C. The product was quickly withdrawn from the world market; the firm 
re-entered the market only when the manufacturing process was modified to include 
a viral inactivation step. 

As part of its ongoing research program on plasma derivatives, FDA developed 
methods which it used to investigate this incident and extended the investigation 
to other products. In particular, FDA tested prcviouslv released lots of immune 
globulins for intramuscular administration (IGlM) for HCV RNA. Some lots tested 
positive for HCV RNA. There has never been a documented case of HCV trans- 
mission by IGIM products; moreover, the presence of HCV RNA in the products does 
not mean they are infectious. Nevertheless, because viral inactivation of IGIM prod- 
ucts was not yet in place, on December 27, 1994, FDA announced that only those 
lots of IGIM that had been screened for HCV and found negative should be distrib- 
uted. FDA also announced that this practice would continue until viral inactivation 
or removal steps were in place. 

In both the IGIV and IGIM episodes, FDA inunediately assessed the scope of the 
problem, notified manufacturers and plwsicians and explained what it was doing 
and why. FDA worked closely with the Centers for Disease Control and Prevention 
(CDC) and manufacturers of IG products to head off shortages of these important 
plasma derivatives, caused by the changes in the manufacturer's criteria for product 
acceptance. At each step of the process, FDA has worked to update and strengthen 
the safeguards that protect patients from unsuitable blood products. 

IDIOPATHIC CD4-I- T-LYMPHOCYTOPENIA (JCL) 

In 1992, there were reports of what appeared to be another AIDS-like illness. 
FDA and the CDC quickly studied a cohort of patients who met the criteria for this 
“syndrome,” called idiopathic CD4-P T-lymphocytopenia,” All results were negative, 
and no “clustering” of patients with this entity occurred. 

FDA worked with the CDC and the blood industry and reacted in a swift, fashion 
to assess the potential threat to the safety of the blood supply and excluded the pos- 
sibility of a new transfusion transmitted disease. 

CONCLUSION 

FDA has made great strides that have significantly increased the safety of the 
blood supply. There has been a remarkable decrease in the transmission of viral dis- 
eases through blood in recent years. Blood is safer than it has ever been despite 
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the threats of AIDS and hepatitis and I believe the public can, and should, have 
confidence in the safety of the blood suppW. 

We continually strive to make blood safer through efforts to improve the operation 
of existing systems through education, regulatory controls, devmopment of quality 
assurance imtiatives, and development of new products. Ongoing improvements and 
refinements torather with advances in science and technology promise more sophis- 
ticated methods of blood product manufacturing including more accurate tests to 
protect the blood simply. 

Thank you, Mr. Chairman, we will be happy to answer any questions you; or the 
Subcommittee may have. 

Mr. Shays. Thank you. Doctor, and I appreciate your statement 
and also agree with you that the olood suppV is very safe. 

Let me ask you first if you are in total agreement with the Sec- 
reta^s position that blood supply should be a focus of her Assist- 
ant Secretary, and so on. Are you in total agreement with that? 

Ms. ZooN. Yes. 

Mr. Shays. Is there any part that you are not in agreement 
with? 

Ms. ZooN. No. 

Mr. Shays. As it relates to the Council, is there any way that you 
think we can involve consumers more than we are presently involv- 
ing them? 

Ms. ZoON. In the Advisory Council as described by the Secretary 
this morning? 

Mr. Shays. Yes. 

Ms. ZooN. I think the incorporation of the consumer and the user 
are very important. We have learned that over time with our BPAC 
and we do believe it is important, especially with the broad issues 
that the Advisory Council would deal with regarding the societal 
and public health impact. So I believe this is an imi»rtant part. 

In terms of the process to choose candidates for this process, I 
would leave that to the Secretary’s discretion. 

Mr. Shays. Let me understand, because you are making a strong 
statement that the FDA is doing its job and doing it well. How 
would you have evaluated what happened in the 1980’s? 

Ms. ZooN. I think in the 1980’s, and I think from my perspective, 
having not been involved at that time and having experienced the 
issues that have been raised by the lOM report, I have to believe 
there were missed opportimities. I think there were times that the 
science was inconclusive. I think we could have potentially made 
some decisions at that time that we might — that we did not. So I 
think missed opportunities is probably a good characterization of 
that. 

Mr. Shays. The Institute of Medicine’s criticism was that they 
criticized the Federal Government and the FDA in particular. And 
the quote was “consistently chose the least aggressive option that 
was justifiable,” and that the FDA “did not adequately use its regu- 
latory authority and, therefore, missed opportunities to protect the 
public health.” 

So you agree with the second part. How about the first part, that 
it “consistently chose the least aggressive options that was justi- 
fied”? 

Ms. ZoON. Well, I think having not been there, this is conjecture, 
you know. 

Mr. Shays. I tell you, that’s not really acceptable. And this is 
why; Because you are there now to learn lessons from the past. 
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Ms. ZooN. That’s correct. 

Mr. Shays. And so for conjecture, no, you are not properly in that 
position, if that is your attitude. I am not going to try to relive 
what happened in the 1980’s. I am not looking to condemn anyone. 
But I want to have a mind set that you have so thoroughly studied 
this issue that you could answer a question like that. So I am not 
viewing it as a judgment call. I am viewing it in the sense as les- 
sons learned and what do we do differently. 

Ms. ZoON. OK, thank you, Mr. Chairman. I will address it then 
with that in mind. I have reviewed the lOM committee report thor- 
oughly. I believe in my review of the information, because I do con- 
sider lessons learned very important in any part of business, either 
science or public health decisionmaking, so that we don’t repeat 
mistakes we have made in the past or have not judged properly in 
the past. 

And I believe that in looking at the past and evaluating a very 
important area such as the emergence of a new disease, there was 
not scientific consensus at that time. And the lack of scientific con- 
sensus at that time led to very conservative decisionmaking. And 
I think people’s need and want to find answers to very important 
scientific questions before they took action was, in my view, driving 
how quickly actions proceeded. 

I think that perhaps looking at it retrospectively, some inter- 
mediate positions and decisions could have been made while the 
process was being evaluated while the science was evolving. 

Mr. Shays. As it relates to Hepatitis C and the thought that 
there may be 100,000 to 200,000 who have been infected because 
of our not having a proper screening process, has your agency 
taken any position in terms of notification of these individuals or 
all individuals pre-1990 who might need to check to see if they 
have, in fact, been infected? 

Ms. ZooN. I think the issue of the HCV notification, Mr. Chair- 
man, is an evolving one. We considered this issue and we consid- 
ered it with our colleagues in the Centers for Disease Control at 
the time when the HCV test was first approved. And there were 
a number of pathways that one could take at that time, but there 
were also a number of things that were of consideration. We did 
not have a confirmatory test. When the original screening test was 
approved, there were no known treatments for Hepatitis C at that 
time. 

There was a discussion of how best to approach this topic and 
some of the approaches considered at that time, one was a lookback 
approach, and that was felt to be at that time not appropriate but 
perhaps more of an educational approach to physicians ^d a pub- 
lic health education program. And that is under the jurisdiction of 
the Centers for Disease Control. 

I believe we constantly look at these areas. No issue is only 
looked at once. I think it is time to look at the Hepatitis C notifica- 
tion issue again, and I believe this is an issue that will be looked 
at by the Blood Safety Committee that has been newly formed. 

Mr. Shays. Isn’t timeliness also a factor though? I mean, pre- 
1990, every year you wait there is 1 year in between. And it seems 
to me that it becomes almost less timely, rather than more timely. 
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Ms. ZooN. I think our intention here is to allow individuals to 
get the information that they need to make decisions. As I men- 
tioned, back in the 1990’s we really didn’t have a test to confirm 
hepatitis and the actual amount obtained from transfusions is a 
very low percenta^. 

I might ask Dr. Epstein to comment on this for us. 

Dr. Epstein. Thank you, Mr. Chairman. Thank you. Dr. Zoon. 
The amoimt of Hepatitis C attributable to transfusions is about 3 
to 4 percent. You mentioned earlier the large number of 100,000 
to 200,000, but the number of people harboring Hepatitis C is 
about 3.5 million in the population. 

The problem with tracing the recipients from transfusions from 
donors found positive is severalfold. 

First, when the test was implemented in 1990, most of the trans- 
missions that would have occurred would have been in the prior 
decades. The donor pool was very dramatically changed in the 
1980’s because of all the safety precautions that were put in place 
and, therefore, the prospect of availability of records to identify the 
prior recipient was not very good. Added to that were all of the 
facts that Dr. Zoon mentioned about lack of knowledge of impact. 

Mr. Shays. So your testimony would be that there may be 
100,000 to 200,000 who have contracted Hepatitis C through blood 
transfusion, but there is a population of 3.5 million. And that 
would drive me to say that, obviously, anyone in that 3.5 million 
would want to know. 

Mr. Epstein. That’s right. 

Mr. Shays, So I hear your point there. 

Mr. Epstein. Right. And, therefore, the question as it has pre- 
sented itself to the Public Health Service is, if it has become rea- 
sonable to try to identify such people because they might benefit 
from treatment or counseling, how do you find them and what are 
the effective means of reaching them and tracing them? 

Mr. Shays. Let me yield now to my colleague, Mr. Towns. He has 
the floor. 

Mr. Towns. Thank you very much, Mr. Chairman. Let me begin 
by asking you. Dr. Zoon, in your testimony you state that the FDA 
has issued g^uidance documents that state that blood banks should 
use HIV antigen tests when they become available. 

Why doesn’t the agency require that the blood banks use the 
test, period? 

Ms. Zoon. Sir, currently there are no licensed HIV antigen test 
kits for screening. We have one HIV antigen test kit that has been 
approved for diagnostic use only. We are working very actively 
with the manufacturers to move these products along as rapidly as 
possible. 

Mr. Towns. Let me go at this another way then. In your testi- 
mony you state that guidance documents are used frequently when 
public health requires swift action. 

How responsive is the blood bank community to guidance docu- 
ments? 

Ms. Zoon. They are very responsive to the guidance documents. 

Mr. Towns. If they fail to respond, what action can you t^e if 
they just ignore your guidance documents, because they are guid- 
ance documents. 
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Ms. ZooN. Right. We can take action based on our statutes and 
our regulations with respect to current good manufacturing prac- 
tices in order to maintain compliance. 

Mr. Towns. What are some of the things that you can do under 
guidance documents? Could you be specific in terms of what you 
can do? 

Ms. ZooN. Yes. For instance, if someone doesn’t test for HIV 
there is a number of actions, enforcement actions, we can take. And 
I will ask Mr. Simmons to outline the enforcement strategy that we 
could take. 

Mr. Towns. Thamk you. 

Mr. Simmons. We would, depending on the seriousness of the vio- 
lation that occurred, we would probably begin by issuing a formal 
warning letter requesting that they take corrective action within 
certain periods of time and telling us what the corrective action 
plan would be. 

We could move progressively up from that to an injunction to 
prevent them from continuing to violate the recommendations, pro- 
vided that the recommendations are tied to the statute. Under the 
Public Health Service Act, if it is a licensed firm, we could suspend 
the license. Finally, to revoke the license. 

There are some intermediate steps that could be done in lesser 
significant situations, one of them being product seizures. 

Mr. Towns. Thank you. Dr. Zoon, would you advocate requiring 
greater disclosure to blood users regarding the risk of blood prod- 
ucts? And I guess would doing so have any adverse effect on blood 
donations? 

Ms. Zoon. I think that is a very good question, Mr. Towns. I 
think there is a lot of emphasis placed on information currently in 
the labeling to physicians in the products that we regulate. And 
that has been — and what we have done for our biologcal products 
and for blood. I think it is an issue that we continually look at and 
examine in how best and who should provide information to the re- 
cipients of those products. 

Part of this is the physician-patient relationship, part of it is the 
public health information message. But I think there are many in- 
dividuals and many organizations that have a collective respon- 
sibility in dealii^ with that consumer information issue. 

Mr. Towns. Thank you very much. Dr. Zoon and other members 
of the panel. Mr. Chairman, I yield back. 

Mr. Shays. I thank the gentleman and appreciate you all being 
here. This is, obviously, something we will follow up. And we con- 
sider your testimony very helpful in that process and look forward 
to continuing to work with you as well. 

This hearing is now adjourned. 

[Whereupon, at 1:45 p.m., the hearing was adjourned, subject to 
the call of the Chair.] 



PROTECTING THE NATION’S BLOOD SUPPLY 
FROM INFECTIOUS AGENTS: NEW STAND- 
ARDS TO MEET NEW THREATS 


THURSDAY, NOVEMBER 2, 1996 

U.S. House of Representatives, 

Subcommittee on Human Resources and 
Intergovernmental Relations, 
Committee on Government Reform and Oversight, 

Washington, DC. 

The subcommittee met, pursuant to notice, at 9:40 a.m., in room 
2247, Rayburn House Office Building, Hon. Christopher Shays 
(chairman of the subcommittee) presiding. 

Present: Representatives Shays, Davis, Souder, Chrysler, Towns, 
Barrett. 

Staff present: Lawrence J. Halloran, staff director and counsel; 
Doris F. Jacobs, associate counsel; Anne Marie Finley and Robert 
Newman, professional staff; Thomas M. Costa, clerk; and Cheryl 
Phelps, minority professional staff member. 

Mr. Shays. I would like to call this hearing to order and to wel- 
come our very distinguished witnesses and our miests, as well. 

Three weeks ago, at our first hearing on blood safety issues. 
Health and Human Services (HHS) Secretary Donna Shalala an- 
nounced the Department’s plans to sharpen the focus and improve 
the coordination of Federal efforts to protect against infectious 
agents in the Nation’s blood supply. She did so in response to the 
Institute of Medicine (lOM) report that critically reviewed how, in 
the early 1980’s, new Hepatitis strains and the human 
immunodeficiency virus (HIV) slipped past our defense. 

As a result, 10,000 hemophiliacs and 20,000 other patients were 
infected with AIDS through blood and blood products. More than 
100,000 got Hepatitis-C, many of whom have never been told of 
their infection. We need to be sure the lessons of that tragedy will 
be used to set a higher standard for blood safety. 

Our defense against nature’s relentless and inventive army of 
pathogens relies on government leadership, corporate integrity, sci- 
entific research, and public altruism. Our witnesses today rep- 
resent critical elements of that blood defense capability. We seek 
their assurance they are prepared to meet the challenges of both 
known and unknown threats to a safe blood supply. 

The (Renters for Disease Control and Prevention (CDC) patrol the 
far perimeter of the battlefield, conducting the public health sur- 
veillance essential to the early detection of new threats. Research 
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to characterize emerging infections and identify attack strategies is 
directed by the National Institutes of Health (NIH). 

The blood banks guard the fortress gates, screening donors for 
risk factors while seeking to ensure an adequate, safe supply of 
blood, and the blood resources industry combats pathogens 
throughout the blood production process in donor screening, process 
design, and the application of new techniques to inactivate or sepa- 
rate infectious agents. 

The lOM study called for a more coordinated approach to blood 
safety issues. Toward that goal, we invited to these hearing all 
those with a major role to play in the protection of the blood sup- 
ply. 

We are pleased that all witnesses are able to join us today and 
particularly welcome the representatives of the five major plasma 
fractionation companies. Their presence here is one clear signal 
that competitive pressures or other economic considerations need 
not mitigate against the frank, open discussion of safety issues. 

Our greatest enemy is complacency. No amount of sophisticated 
science should be allowed to obscure the hard fact that the world 
today still relies on a human shield to absorb the initial impact of 
emerging blood-bome infections. 

People with hemophilia, uniquely dependent on blood-derived 
therapies, stand as our sentinels. Their illness is our surest early 
warning that a new infection has entered the blood supply. Their 
plight and their courage should inspire the vigilance necessary to 
protect the safety of blood and blood products. 

Oversight is one major weapon in our arsenal. As this sub- 
committee has proceeded to examine public health issues involving 
FDA regulation of food additives, medical devices, and blood and 
biologies, we have learned the benefits of challenging old assump- 
tions and questioning longstanding procedures. 

When it comes to protecting the public health, stationary de- 
fenses are no more effective than the Great Wall of China or the 
Mamnot Line. We will continue to focus our oversight on the need 
for Flexible, dynamic systems to meet modem health challenges. 

Again, I would like to say we appreciate our witnesses’ help in 
that effort today. With that, I would like to call on my good friend 
and our very distinguished and important member of this commit- 
tee, my co-partner, the ranking member, Mr. Towns. 

Mr. Towns. Thank you very much, Mr. Chairman. I’m going to 
be brief, because I really want to hear the witnesses, but thank you 
again for having this hearing. 

The questions I seek answers to today are, one, whether the poli- 
cies and operation of HHS agencies, with responsibilities for blood 
safety lend themselves to an effective, responsive, and coordinated 
system for protecting the blood supply. And, No. 2, what are the 
successful new technologies and safety measures being employed in 
the private sector, and how can they be supported? 

I welcome not only the administration witnesses, but also the 
representatives from the blood collection and plasma industries. I 
would like to acknowledge the participation of Immuno-U.S. in to- 
day’s inquiry. Although a relatively recent entry into the U.S. plas- 
ma products market, Immuno-U.S. has adopted a very aggressive 
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stance with respect to safety, including the use of PCR technology. 
However, I must admit that merits some more exploration. 

I look forward to hearing the testimony of all of today’s witnesses 
and to incorporate their views into the subcommittee’s investiga- 
tion. I think this is a very serious matter, and I think it should ne 
dealt with in that fashion. I appreciate the time and energy that 
the witnesses are giving to this and, also, I would like to commend 
you again, Mr. Chairman, for making this a priority. Thank you 
very much. 

[The prepared statements of Hon. Edolphus Towns, and Hon. 
Cardiss Collins follow:] 

Prepared Statement of Hon. Edolphus Towns, a Representative in Congress 
From the State of New York 

Mr. Chairman, thank you for convening this second hearing regarding Federal 
and private sector efTorts to safeguard the Nation’s blood supply from mfectious 
agents; and the Institute of Medicine’s recommendations for improving blood safety. 

The recommendations were a part of the lOM report on the deficiencies in the 
Federal response to the HIV transmission to thousands of hemophiliacs in the early 
1980s. As you know, last month Secretary Shalala embraced nearly all of the lOM 
recommendations, the majority of which are already being carried out by HHS agen- 
cies. 

For both the Federal Government and the private organizations with responsibil- 
ity for blood safety, the failures of the system has left, us sadder and considerably 
wiser. We know, for example, that although the Nation’s blood supply has been 
never been safer than it is today, it is still vulnerable to a host of lile-threatening 
infectious agents. 

Millions of people who depend on blood products rely on HHS agencies to promul- 
gate effective measures that minimize the risk of transmission of infectious agents — 
measures that are responsive to the emergence of new pathogens, but also to inno- 
vations in blood collection and plasma industries. 

Mr. Chairman, the Questions I seek answers to today are: one — whether the poli- 
cies and operations of HHS agencies with responsibility for blood safety lend them- 
selves to a effective, responsive, and coordinated system for protecting the blood 
supply; and two — what are the successful new technologies and safety measures 
being employed in the private sector, and how can they be supported? 

I welcome not only our administration witnesses, but also our representatives 
from the blood coUertion and plasma industries. 1 would like to acknowledge the 
participation of immuno-U.S. in today’s inquiry. Although a relatively recent entry 
into the U.S. plasma products market, immuno-U.S. has adopted a veiy aggressive 
stance with respect to safety, including the use of PCR technology. That merits some 
exploration. 

I look forward to testimony of all of today’s witnesses and to incorporating their 
views into the subcommittee’s investigation. 


Prepared Statement of Hon. Cardiss Collins, a Representative in Congress 
From the State of Illinois 

Chairman Shays, I am pleased to join you and Subcommittee Ranking Member 
Towns to continue the Subcommittee’s consideration of this important issue: protect- 
ingthe blood supply from debilitating and life-threatening infectious agents. 

Our vulnerability to emerging infections was never more tragically demonstrated 
than during the early 1980s and the advent of HIV. The slow, uninformed, and 
largely ineffective Federal response to the viral contamination of the blood supply 
contributed to the transmission of HIV to thousands of people with hemophilia, as 
well as to thousands of other blood recipients. 

Our goal here today is to learn what Federal efforts have been, and are projected 
to be, put in place to guard against a recurrence of this tragedy and to minimize 
the exposure of the U.S. blood supply to viral and bacterial contamination. 

Mr. Chairman, the Federal government and the blood collection and plasma in- 
dustries have made great strides toward improving the safety of the blood supply 
over the past decade. 

As you know, the Health and Human Services Secretary has embraced the rec- 
ommendations of the Institute of Medicine report on the Federal response to the 
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HIV contamination of the blood supply. Many of these recommendations have al- 
ready been implemented by HHS a^ncies and have been in place for several years, 
making the U.S. blood supply among the safest in the world. 

The Administration witnesses are joined by representatives of the blood collection 
and plasma industries, who share some responsibility for the blood safety. A number 
of innovative approaches to donor screening, plasma pool size, and viral inactivation 
and plasma sterilization have arisen from ^is community. I look forward to hearing 
both the encouraging news as well as the concerns that these witnesses bring us. 

I thank all of our witnesses for their participation in this important oversight in- 
quiry, and look forward to a productive discussion. 

Mr. Shays. I thank the gentleman. Mr. Davis. 

Mr. Davis. No, sir. 

Mr. Shays. Mr. Chrysler. Thank you. 

At this time, I would like to welcome our four witnesses, David 
Satcher, Director, Centers for Disease Control and Prevention, ac- 
companied by foma Khabbaz, Associate Director of Medical 
Science, and Bruce Evatt. Are the two individuals accompanying 
you presenting testimony as well, or just accompanying you? 

Dr. Satcher. No, they’re just accompanying. 

Mr. Shays. Thank you. And then we have testimony, as well, 
from Paul McCurdy. If you would rise, It’s our practice with all our 
witnesses, we swear in our witnesses. Anyone who might be testify- 
ing or adding, that would be helpful. Thank you. 

[Witnesses sworn.] 

Mr. Shays. For the record, I note that all the witnesses have an- 
swered in the affirmative. If we could, the two individuals who 
were standing in the back, if you would identify for the record who 
you are. 

Dr. Ganguly. I am Dr. Pan Ganguly from the National Insti- 
tutes of Health. 

Mr. Shays. Thank you. 

Dr. Groft. Dr. Stephen Groft from the National Institutes of 
Health. 

Mr. Shays. Thank you very much. At this time, just to get some 
housekeeping out of the way here, I ask unanimous consent that 
all members of the subcommittee be permitted to place any opening 
statements in the record and that the record remain open for 3 
days for that purpose. Without objection, so ordered. 

I also ask unanimous consent that our witnesses be permitted to 
include their written statements in the record and be able to sum- 
marize and so on. Without objection, so ordered. 

Dr. Satcher, very nice to have you here. It’s a privilege to have 
you here, and I welcome your testimony. 

STATEMENT OF DAVID SATCHER, DIRECTOR, CENTERS FOR 
DISEASE CONTROL AND PREVENTION; AND PAUL McCURDY, 
NATIONAL HEART, LUNG, AND BLOOD INSTITUTE, NATIONAL 
INSTITUTES OF HEALTH 

Dr. Satcher. Thank you. Congressman Shays, Congressman 
Towns, and other members of the subcommittee. As you pointed 
out, I am Dr. David Satcher, Director of the Centers for Disease 
Control and Prevention, and I have with me Dr. Rima Khabbaz, 
who is Associate Medical Director for Medical Science at the Na- 
tional Center for Infectious Diseases and represents the CDC on 
the Interagency Working Committee. Dr. Bruce Evatt is the branch 
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Chief for hematological diseases in the National Center for Infec- 
tious Diseases. 

We’re very pleased to have this opportunity to testify on this very 
critical subject. I will summarize my statement, but will submit for 
the record a full statement. 

First, I would like to say that, in follow-up to Secretary Shalala’s 
and Assistant Secreta^ Lee’s presentation, we feel at CDC that 
the new strate^ within the Department of having a blood safety 
director and a Blood Safety Committee reporting to that director 
significantly improves communication and coordination of our ef- 
forts in this very important area. 

So we’re vepr pleased with the new developments and look for- 
ward to working with the new Advisory Council on Blood Safety 
and Aveiilability in continuing our work with the FDA Advisory 
Council. 

Let me say that I think you realize that this issue, I think, suf- 
fered from the same overconfidence that we experienced cominjg out 
of the 1940’s and 50’s with infectious diseases in general. 'There 
was a feeling that we had conquered infectious diseases, and I 
think that feeling of security carried over to this very important 
problem of the safety of our blood supply. 

CDC’s role in protecting the blood supply is one that we carry out 
in partnership not only with the FDA, that’s responsible for regula- 
tions, and NIH, with basic research, but also with the State and 
local health departments throughout this country. Without strong 
State health departments, we would not be able to carry out our 
functions of surveillance. 

By the same token, we work very closely with industry, and that 
working relationship has been very important in some of the new 
developments in terms of strategies and new discoveries in terms 
of threats to the blood supply. So all of those partnerships are very 
important. 

We agree that the blood supply in this country is safer than ever, 
but we also agree that there is need for increased vigilance. I think 
if we just think back to the problems of the early 1980’s with HIV/ 
AIDS and, later in 1990, with the transmission of Hepatitis C in 
blood transfusions, then it’s veiy clear that we have to continue to 
be quite vigfilant. 

In response, specifically, to Congressman Towns’ question about 
our strategies, let me just summarize three very important strate- 
gies which we use to try to protect the blood supply. 

One is the strategy of surveillance. CDC is responsible for con- 
ducting surveillance of donors who contribute blood throughout the 
year, and also surveillance of the hemophilia population that re- 
ceives so many of the transfusions and blood products. 

What we do that’s very important is serological screening of a 
large segment of blood donors every year. We defer blood donors 
when that is appropriate, and we watch very closely the hemophilia 
population for any signs of new illnesses or new challenges that 
might be derived from the blood supply. 

'That surveillance is very important. I believe that two-thirds of 
the hemophilia centers throughout the country are part of our sur- 
veillance system now, so we watch very closely what’s going on. 
That surveillance is really critical. It is the basis of public health. 
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and when it works well, then I think the chances of protecting our 
blood supply are very good. 

The second strategy that we use that’s equally important is the 
issue of epidemiological investigation. If you think back to the early 
1980’s, it was in fact CDC’s response to the reports of new illnesses 
starting in California that led to our discovery that there was 
something being trsmsmitted through the blood supply. 

We estimate that even before the HIV virus was discovered in 
1983-84, over 700,000 lives were saved because of the epidemiolog- 
ical investigations that were able to show that there was something 
being transmitted through the blood supply and other means. 

We continue to investigate new problems in this country and 
throughout the world as they come up, and those investigations are 
very important. There are also a lot of special studies that we en- 
gage in. I won’t go into a lot of detail, but I will say that it was, 
in fact, Dr. Evatt’s involvement with special studies that led to the 
treatment of blood to reduce the transmission of viruses in the 
blood supply. 

Also, special studies between CDC and industry led to the discov- 
ery of Hepatitis C and, more recently, Hepatitis G. So, in addition 
to surveillance and epidemiological investigations, we continue to 
do research at the laboratoiy level, but also population-based re- 
search that results in our discovering new challenges to the blood 
supply and new strategies for protecting it. 

I think the biggest concern that we have would be with these 
new challenges, things that we are not now aware of. What are we 
doing to make sure that, as new things develop, we detect them as 
early as possible, new uncharacterized threats? 

There are several things that we are doing to try to stay on top 
of those kinds of challenges. I think the sentinel surveillance net- 
works that we have developed throughout the country, where we 
monitor very closely all of the recipients of blood in that network 
and responcf to any challenges, help us to stay on top of these kinds 
of threats. 

I could mention in some detail issues like Chagas’ disease, that 
is transmitted through a parasite, 'Trypanosoma cruzi, and we 
monitor very closely the challenge that this provides to the blood 
supply. There have been only three or four transmissions of Chagas 
in the blood, and yet we think it’s very important that we stay on 
top of that. 

Another issue, though, that represents a different challenge, is 
the whole issue of CJD disease, where we don’t have any evidence 
to date that there has been transmission in the blood, but there is 
a lot of concern that there could be, and we have major studies 
going to try to monitor very closely the possibility that that could 
occur. 

Those are examples where we have more questions than an- 
swers, but we think we have strategies for making sure that, as 
new challenges develop in the blood supply, we’re in a position to 
get on top of them. 

Let me close by pointing out that, in 1994, CDC developed this 
approach to addressing the threats of emerging infection, "rhis was 
in direct response to a 1992 Institute of Medicine report on emerg- 



105 


ing infections. This report includes four strategies for addressing 
emerging infections. 

In addition to surveillance and response, integrated research rep- 
resents another strategy — ^integrating basic research, epidemiolog- 
ical research, behaviorm research. A third approach is communica- 
tion, improving our communication with physicians, other health 
care providers, but also with patients. 

Finally — and ni submit this report for the record — ^part of this 
strate^ is to continue to strengthen the public health infrastruc- 
ture. A good example of that would be the studies that we have 
going in the States of Connecticut, California, Minnesota, and Or- 
egon, where we are tiying to develop the kind of surveillance sys- 
tems, in conjunction with State health departments and univer- 
sities, where we are detecting new threats to the blood supply as 
early as possible. 

Thank you, Mr. Chairman, for the opportunity, and we would be 
veiy happy to respond to any questions. 

[The prepared statement of Dr. Satcher follows:] 

Prepared Statement of David Satcher, Director, Centers for Disease 
Control and Prevention 

Good morning I am Dr. David Satcher, Director of the Centers for Disease Control 
and Prevention (CDC) I am accompanied by Dr. Rima Khabbaz and Dr. Bruce 
Evatt, both with CDC’s National Center for Infectious Diseases. We are pleased to 
be here this morning to discuss with you CDC’s role in protecting our Natun’s blood 
supply. 

In the past few decades, many of the best scientific minds in the country expected 
infectious diseases to be eliminated as a public health problem in the United States. 
As recent events have shown, these pronouncements were premature. Infectious dis- 
eases remain the leading cause of death worldwide and among the most important 
causes of death in the United States. 

In addition, we are faced increasingly with new and re-emerpng infectious dis- 
ease challenges. At home, we have seen the reemergence of a public health scourge, 
tuberculosis: recent outbreaks of food and waterborne illnesses, such as those caused 
by E. c<di 0157.H7 and ciyptosporidiosis: and the eme^ence of a new hantavirus. 
On a global front, the worldwide HIV/AIDS epidemic is now in its fifteenth year. 
We recently witnessed an raidemic of plague in India; diphtheria outbreaks in the 
New Independent States of the former Soviet Union; and the frightening reemar- 
gence of the Ebola virus in Zaire. 

To meet the challenges posed by infectious diseases and to reduce their potential 
threat to safety of the blood supply, a strong public health capacity is needed at 
both the federal and state levels. At the federal level, CDC, the National Institutes 
of Health (NIH), and the Food and Drug Administration (FDA) provide our first- 
line of defense in ensuring that the Nation’s blood supply and products made from 
blood are free of infectious agents. 

'The U.S. blood supply is currently safer than it has ever been, but the HIV expe- 
rience in the early 1980’s and the more recent experience with hepatitis C virus 
(HCV) transmission from intravenous immunoglobulin illustrate the need for contin- 
ued vigilance regarding unrecognized, uncharacterized, and new threats to the blood 
supply. 

Tne safety of the blood supply is a shared responsibility of many organizations. 
While CDC has no remjlatory responsibility for blood safety, as the Nation’s Preven- 
tion Agency, it has the expertise and responsibility for surveillance, detection, and 
warning of potential public health risks associated with blood and blood products. 
CDC is an active member of the Public Health Service (PHS) Blood Safety Working 
Group, and CDC has nominated a voting member to serve on FDA’s Blood Ihoducts 
Advisory Committee. CDC shares the Secretary’s commitment to enhance the De- 
partment’s blood safety cmerations through implementation of the Institute of Medi- 
cine’s recommendations for blood safety. To monitor and improve the safety of the 
blood supply, CDC has develo{»d and used a number of strategies. 'These strategies 
fall into three general categories: 1) maintaining and enhancing public health sur- 
veillance systems; 2) conducting epidemic investigations of outbreaks due to blood 
and blood products and specim studies to assess the risk of specific infectious 
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agents; and 3) developing preventive strategies to address new and uncharacterized 
threats to the blood supply. In addition, throughout all of these activities, CDC de- 
velops and implements laboratory techniques and conducts applied reseat^ for the 
dia^osis and characterization of infectious agents. I would like to review, in some 
detail, each of these components of CDC’s contribution to ensuring the safety of the 
Nation’s blood supply. 


PUBLIC HEALTH SURVEILLANCE SYSTEMS 

CDC has a number of public health surveillance systems for the detection of 
bloodbome diseases, including systems to detect specific diseases such as HIV, and 
hepatitis B and C viruses (HBV, HCV) among recipients of blood and blood prod- 
ucts. 

In 1981, CDC initiated a surveillance system for AIDS. 'ThrouA this system, to- 
gether with detailed follow-up investigations of reported cases, CDC gatnered the 
epidemiologic data that estabtished that HIV infection could be transmitted by blood 
and blooi^roducts. Currently, CDC utilizes multiple systems to monitor the present 
risk of HIV transmission in the nation’s blood supply. CDC’s national AIDS surveil- 
lance system monitors transfusion-associated AIDS cases, particularly those with a 
histoiy of receipt of screened blood products. 

CDC, in collaboration with the American Red Cross, also has ongoing HIV surveil- 
lance of blood donors. 'This surveillance system collects information from about 2 
million donors a year. 'Through this system, CDC has documented the decreasing 
risk of transmitting HIV through the blood supply; the current risk is estimated to 
be about 2 per million donations. CDC’s surveillance of blood donors also includes 
evaluation of donors found to be seropositive for HIV to determine their risk behav- 
ior and reasons for donating blood. This information is used to improve deferral 
strategies for donors with risks for HIV infection, which are essential components 
of efforts to enhance blood safety. In addition, once p24 antigen tests are ucensed 
for use in blood screening, CDC will establish a surveillance system for donors 
whose blood tests positive for p24 antigen to evaluate the benefits of the new rec- 
ommendations. 

Historically, viral hepatitis has been the major infectious disease hazard associ- 
ated with transfusion of blood and blood products. These viral infections can lead 
to severe illness, liver damage, and in some cases, death. Donor screening has re- 
duced the risk of transfi.ision-associated HBV infection to 0.001%, and transfusion- 
associated HCV infection to less than 0.1% per recipient of screened blood products. 
Inactivation procedures have virtually eliminated transmission of HBV and HCV 
from clotting factor products. CDC has two disease-specific surveillance systems for 
hepatitis. Both systems involve evaluating cases of hepatitis for histoiy of receipt 
of olood or blood products. ’Through these surveillance systems, CDC has docu- 
mented the dramatic decline of posttransfusion hepatitis in the United States. Al- 
though other hepatitis viruses transmitted by blood are now being characterized, no 
cases of transfiision-associated hepatitis due to known or unknown agents have l>een 
identified through CDC’s sentinel surveillance system. However, rare cases may 
occur, and CDC is currently seeking to expand its surveillance to enhance the abil- 
ity to detect new hepatitis infections associated with transfusion. 

In addition to these disease-based systems, CDC has a Hemophilia Surveillance 
System. Persons with hemophilia receive large quantities of blood and blood prod- 
ucts and therefore are at increased risk for transfusion-related diseases. Filly-nine 
hemophilia treatment centers currently participate with CDC, FDA, and the Na- 
tional Hemophilia Foundation, in a surveillance system for MV and hepatitis vi- 
ruses. Currently, 16-20% of patients seen in hemophilia treatment centers are 
seropositive for HTV; more than half are seropositive for HBV. In September 1995, 
17% of persons with hemophilia tested for hepatitis A virus were seropositive; 64% 
of those tested for HCV were seropositive. 

In addition to established surveillance systems, CDC uses other mechanisms, such 
as its Drug Service, to identify and monitor unrecognized threats to the blood sup- 
ply. For instance, in 1981, CDC’s drug service activity was the only available source 
of pentami^ne, a drug used in the treatment of Pneumocystis carinii pneumonia. 
CDC staff nosed an increase in the number of requests for this drug among persona 
not known to be immunocompromised, contributing to the recognition of an illness 
later known as AIDS. 

EPIDEMIOLOGIC INVESTIGATIONS AND SPECIAL STUDIES 

CDC’a longstanding epidemic assistance (“epi-aid’O mechanism also allows us to 
respond rapidly to requests from public health officials and healthcare providers to 
investigate unusual occurrences of disease or clusters in special populations. This 
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approach was used in the investiration of hepatitis C virus transmission by intra- 
venous immunoglobulin last year. In collaboration with FDA, the CDC investigation 
implicated lots of one immunoglobulin product from a single manufacturer, which 
was withdrawn from the market, and demonstrated the safety of other commercially 
available products. This investigation resulted in PHS recommendations for screen- 
ing and counseling of patients who received the implicated product. The rec- 
ommendations were published in CDC’s Morbidity and Mortality Weekly Report. 
This investigation also contributed to PDA’s efforts to require inartivation of all im- 
mune globuun products. 

Anotner instance in which the epi-aid mechanism has been used by CDC to ad- 
dress blood safety issues was the investigation of transfusion-associated sepsis (bac- 
terial bloodstream infections). In response to requests from either FDA or state 
health oflicials, CDC has investigated several of these episodes and traced these in- 
fectious episodes to mild or asymptomatic infection with Yersinia enterxx»litica in 
the donor at the time of blood donation. Prolonged storage of the packed red blood 
cell units resulted in high bacterial and endotoxin concentrations in the transfused 
unit. Results of these investigations have been shared with FDA and others. CDC 
is working with these organkations to develop prevention strategies for transfusion- 
associated sepsis. In September 1995, CDC participated in an NTH woikshop on 
transfusion-associated sepsis. 

CDC also conducts special studies and other applied research to characterize 
transfusion-associated infectious agents and to address their risks to the blood sup- 
ply. 

In 1984, CDC conducted studies that demonstrated the effectiveness of heat treat- 
ment on HIV inactivation in clotting factor concentrates. These data led to the 
worldwide change in the use of heat treatment for viral inactivation of clotting fac- 
tor and dramatically reduced the risk of transfusion-associated HIV infection among 
persons with hemophilia. With further NIH-led viral inactivation technology, CDC 
continued to monitor these improvements and worked with NIH and FDA to ensure 
improved safety of clotting concentrates. 

More recently, CDC scientists evaluated the FDA-licensed HIV antibody screening 
tests in response to reports from Africa and Europe that one variant of HIV-1, 
known as subtype 0, may not be readily detected by some commercially available 
screening tests. These investigations determined that several of the most widely 
used assays failed to detect the subtype O variant of HIV-1; however, this variant 
is rare. To determine the prevalence of this HIV variant in the United States, CD(i 
has collaborated with FDA and the blood industiy in studies of high-risk popu- 
lations, namely those with HIV or from geographic areas where this variant has 
been detected. To date, no subtype O infections have been detected in this country. 

CDC scientists also collaborated with industry to identify and characterize new 
transfusion-transmitted hepatitis agents. CDC codiscovered the hepatitis C virus 
(with Chiron Coiroration), which resulted in the development of serologic tests to 
screen donors forHCV infection. CDC’s early evaluation of the performance of these 
screening tests allowed CDC to determine the burden of transfusion-transmitted dis- 
ease due to HCV. 

CDC has played a major role in assessing the risk of HTLV-I and HTLV-II in 
the blood supply. Since 1988, the blood supply has been screened for HTLV-I and 
screening tests have been improved for detection of both HTLV-I and HTLV-II. 
CDC scientists collaborated in NIH’s Retrovirus Epidemiology Donor Study (REDS), 
to characterize the epidemiology and clinical spectrum of msease associated with 
these viruses in blood donors. 

newAjncharacterized threats to the blood supply 

CDC recognizes that there may be new and uncharacterized threats to the blood 
supply. One such agent is the very recently described hepatitis G virus (HGV), 
which was codi^vered by CDC, NIH, and industry (Genelabs, Inc.). HGV is a 
newly characterized virus cloned from the serum of a patient with posttransfusion 
non-A, non-B hepatitis, who was identified through CDCJ’s Sentinel Counties surveil- 
lance system. Preliminaty studies suggest that HGV accounts for 0.3% of all acute 
viral hepatitis in the United States. 

Retrospective stupes have shown that transmission of HGV has been associated 
with blood transfusion, but no cases of hepatitis G with a transfiision history have 
been detected in our Sentinel Counties surveillance system during the past 4 years. 
Although HGV can be detected by research-based [xrlymerase ^ain reaction assays, 
no serologic test has yet been developed. Thus, it is not feasible to screen donors 
for HGV at this time. 
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Another potential threat to the blood supply is Chagas’ disease, a parasitic disease 
caused by Trypanosoma cruzi, which is endemic in Latin America. Four transfusion- 
transmitted cases in North America (three in the United States, one in Canada) 
have been reported. However, these cases were recognized because they occurred in 
immunosuppressed persons who developed symptomatic, acute Chagas’ disease. Pre- 
sumably, other cases, particularly ones in immunocompetent persons, have occurred 
but have not been recognized during the acute stage. Persons whose infections are 
unrecognized may develop life-threatening cardiac or gastrointestinal sequelae of 
chronic Chagas’ disease, years to decades after they become infected. 

If cases of transfusion-transmitted Chagas’ disease would occur in the United 
States, CDC is likely to be the first agency notified. Nifurtimox, the only drug avail- 
able in the United States for treating acute Chagas’ disease is available only 
through CDC’s Drug Service. CDC was contacted about all three U.S. cases that 
have been published to date. They aU occurred in the mid to late 1980s. 

Various studies have been or are being conducted to determine the prevalence of 
T. cruzi antibodies among blood donors. By far, the largest of these is a study being 
conducted by the American Red Cross in its Los Angeles and Miami blood centers. 
Although serologic tests for T. cruzi antibodies have recently been licensed for diag- 
nostic purposes, no such test has been approved for screening of blood donors. 

CDC plans to assess the prevalence of T. cruzi antibodies in persons who have 
hemophilia and have received whole blood products. We will also work with the 
blood industry to better assess the risk for T. cruzi infection in blood donors and 
to evaluate strategies for their deferral. 

Recently, concerns have been raised that Creutzfeldt-Jakob disease (CJD) may 
pose a risk to blood safety. CJD is a rapidly progressive cementing disease that is 
endemic throughout the world. CJD has been transmitted by injections of pituitary- 
derived growth hormones, comeal and aura mater transplantation, eardrum repair, 
and by contaminated surgical instruments. CDC’s national mortality surveillance 
data since 1979 show that the rates of CJD in the United States have been reason- 
ably stable at about 1 case per million population per year. Further, through this 
system, no cases of CJD have been reported among persons in the United States 
with hemophilia, thalassemia or sickle cell disease. 

There are no confirmed cases of CJD from transfusion. Nevertheless, a theoretical, 
extremely small, risk of CJD transmission from blood may exist. Currently, there 
is no available screening test for the detection of CJD. FDA has recommended defer- 
ral of donors with risk factors for, or with known, CJD and withdrawal of residual 
blood products from donors who are later diagnosed with CJD. 

To assess the risk of CJD transmission through the blood supply, CDC is working 
with hemophilia treatment centers to obtain clinical histories and neuropathologic 
examinations. These will be looked at for evidence, prospectively and retrospec- 
tively, of CJD in persons with hemophilia who die or have died with dementia. If 
CJD is indeed transmissible by blood products, its incidence in this population of 
heavily transfused patients is likely to be higher than the age-adjusted incidence of 
CJD in the United States. CDC has also initiated a collaborative long-term study 
with the American Red Cross to monitor recipients of components derived from CJD 
donors for this disease. 

To address new and uncharacterized threats to the blood supply and detect unex- 
pected clusters of known diseases, CDC is expanding its surveillance system in he- 
mophilic persons to include nearly 2/3 of all hemophilic persona in the United 
States. This surveillance system will obtain data on all health outcomes in hemo- 
philic patients receiving care in federally funded treatment centers. In addition, pop- 
ulation-based emerging infections programs have been established in four state 
health departments (California, Connecticut, Minnesota, and Oregon), in partner- 
ship with universities and other organizations and agencies. In these programs a 
pilot surveillance system for monitoring unexplained severe illnesses and deaths has 
been initiated. Because this system collects information on receipt of blood trans- 
fusion it may assist in the identification of unrecognized transfusion-associated in- 
fections. 

Education remains an important component of CDC’s prevention activities. As 
new threats are characterized and further defined CDC will develop educational ma- 
terials and provide information to the lay public, public health community and 
health-care providers about the risks of and preventive and therapeutic measures 
for these agents as it has done for other transfusion-associated diseases, such as 
HCV and HIV. 
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CONCLUSIONS 

History tells us that infectious diseases will remain important, evolving and com- 
plex public health problems. To meet these challenges, we must strengthen our ca- 
pacity to address the threat of emerging infectious mseases. In 1994, after extensive 
consultation and input from numerous outside organizations and experts, CDC re- 
leased a plan, “Addressing Emerging Infectious Disease Threats; A iVevention 
Strategy for the United States.” This plan addresses necessary action for revitaliz- 
ing our nation’s ability to identify, contain, and prevent illness from emerging infec- 
tious diseases. Particularly critical to meeting the challenge are CDC’s partnerships 
with both domestic and international organizations. Each of these partners will play 
an integral role in the cooperative efforts required to safeguard the public’s health 
from emerging infectious disease threats. I would like to submit a copy of the lull 
report for the record. 

Investments in surveillance and response, laboratory research and training, and 
epidemiologic investigations cannot guarantee that an infectious agent wHl not 
emerge. However, such measures will ensure that we are better prepared to respond 
and to lessen the impact of infectious disease threats. In addition, mey can guaran- 
tee that CDC will be able to identify which pathogens may be potentially hazardous 
to the blood supply. As the Nation’s Prevention Agency, we will continue to be in 
the forefront of mood safety and will work in coIlalMration with other public health 
agencies, industry, private organizations, and health-care providers to refine our 
systems for monitoring the safety of the Nation’s blood supply. 

Thank you for the opportunity to testify before the Subcommittee. I will be happy 
to answer any questions you may have. 

Mr. Shays. Thank you. We’ll definitely have some questions. We 
appreciate your testimony. 

Dr. McCurdy, we welcome your testimony at this time. 

Dr. McCurdy. Mr. Shays, Mr. Towns, members of the sub- 
committee, I’m Dr. Paul R. McCurdy, Director of the Blood Re- 
sources Program, Division of Blood Diseases and Resources of the 
National Heart, Lung, and Blood Institute, one of the National In- 
stitutes of Health. 

With me today and introduced previously are Dr. Pan Ganguly, 
who is the leader of our Thrombosis and Hemostasis Scientific Re- 
search Group in the Heart, Lung, and Blood Institute, and Dr. Ste- 
phen Grofl, Director of the Office of Rare Diseases Research in the 
Office of the Director at NIH. 

Mr. Shays. You know, I would welcome both gentlemen to come 
up to the panel. I’m sorry, I should have done that. 

Dr. McCurdy. I’m here to discuss the activities of the NIH in the 
field of transfusion safety, mostly by the NHLBI and the 'Trans- 
fusion Medicine Department of the NIH Clinical Center. I might 
add that we also, at the NIH, support the report of the Secretary, 
the report of the task force, and the response to the Institute of 
Medicine report. 

The greatest public concern in transfusion safety is the potential 
for transmitting HIV, human immunodeficiency virus, by blood 
components and blood plasma protein derivatives. However, in the 
past decade, better blood donor screening, along with utilization 
and improvement of HIV antibody tests, has reduced the risk that 
an infectious unit of blood would escape the screen and be trans- 
fused from as high as 1 in 100 in the early 80’s to now about 1 
in 500,000. 

Nevertheless, the NHLBI continues to seek even better detection 
systems by supporting research to develop tests for HIV RNA di- 
rectly, using amplification techniques such as the polymerase chain 
reaction or PCR, as mentioned by Mr. Towns. The first priority of 
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two recent NHLBI research initiatives is to adopt this technology 
for blood bank use and for testing of solid organ donors. 

Another serious infection agent transmitted by blood is Hepatitis 
C, of which you’ve heard a little bit this morning. Ten to 15 years 
ago, the risk of Hepatitis C infection from fresh blood products was 
about 5 to 10 percent per unit. That was extremely frequent. Now, 
recent unpublished data from the Institute’s Retrovirus Epidemiol- 
0 ^ Study, or REDS study, have shown that the current likelihood 
of HCV infection after blood transfusion is about 1 in 100,000. 

Because we believe this is not low enough, we have made detec- 
tion of HCV RNA with amplification technology the second priority 
of the research initiatives noted above. Multiplexing these and 
other tests may permit the detection of more than one virus per 
test, thus increasing through-put without sacrificing sensitivity. 

^^^en considering new or emerging diseases, it is important to 
note, I think, that any infectious agent that has a blood phase be- 
fore clinical symptoms appear potentially can be transmitted by 
blood transfusion. One such disease, Chagas’ disease, has been dis- 
cussed a few minutes ago. 

Also brought up is Creutzfeldt-Jakob disease, or CJ Disease, a 
neurologic disorder that can be infectious or inherited, although 
most cases — perhaps 90 percent — are from an unknown cause. It 
may decrease muscle coordination and produce dementia, and, 
most troublesome, it is always fatal. Related animal disorders can 
be transmitted by blood, although there is no evidence, epidemio- 
logical or other, that the CJD agent is transmitted by blood trans- 
fusion. 

The National Heart, Lung, and Blood Institute convened a small 
workshop of experts in CJD in April 1995, and we are now working 
with other NIH institutes and other public health agencies to carry 
out the recommendations of that workshop. 

It has long been hoped that infectious agents and cellular blood 
components could be inactivated, but it seemed that anything that 
would destroy a virus would also destroy blood cells, making them 
lose efficacy or actually be dangerous for transfusion. 

Nevertheless, hoping for new technology, the Institute in October 
1993, sought research proposals to study the elimination of viruses 
in donated blood. The six grants in this program are now ending 
their first year of research, and we have scheduled a meeting with 
them to discuss progress with us and others for December 1995. 
We are also considering a workshop jointly with the FDA on this 
very important topic. 

With the frequency of infectious agent transmission decreasing, 
other threats to transfusion safety, such as human error, have as- 
sumed increasing importance. One of our grantees is searching for 
ways to reduce human error in transfusion medicine practice by ex- 
amining the efforts of other industries where zero tolerance for 
error is the norm, such as commercial aviation and nuclear power. 

Although we have learned much about reducing the risk of trans- 
mitting infectious diseases through blood and blood products, many 
questions still remain. The NHLBI and other appropriate NIH 
components will continue to support vesearch that addresses these 
questions in order to ensure the safety of the blood supply through 
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improved detection and inactivation technology. I would be pleased 
to answer any questions you or the committee may have. 

[The prepared statement of Dr. McCurdy follows;] 

Prepared Statement of Paul McCurdy, National Heart, Lung, and Blood 
Institute, National Institutes of Health 

Mr. Chairman and Members of the Subcommittee, I am Dr. Paul R. McCurdy, Di- 
rector of the Blood Resources Program, Division of Blood Diseases and Resources, 
of the National Heart, Lung, and Blood Institute (NHLBI). The NIH has designated 
the NHLBI as the lead institute in transfusion-related research, including trans- 
fusion safety. The Department of Transfusion Medicine of the National Institutes 
of Health (NIH) Clinical Center also has been very active in research to improve 
the safety of blood transfusion, notably with respect to transfusion-transmitted hep- 
atitis. I am pleased to provide you with an overview of NIH research activities in 
the field of transfusion safety. 

TRANSMISSION OF INFECTIOUS AGENTS 
Human Immunodeficiency Virus (HIV) 

In considering blood transfusion safety, people are concerned about transmission 
of human immunodeficiency virus (HIV) by blood, blood components, and blood plas- 
ma protein derivatives. Pnor to changes in donor acceptability criteria and the in- 
troduction of universal donor screening for HIV antibody in 1985, risk of contracting 
the virus from transfusion in high risk areas of the country was 1 per 100 to 1 per 
1,000 units of blood. By 1989, NHLBI-supported research in Baltimore, Houston, 
and San Francisco demonstrated that utilization and improvement of HIV antibody 
testa had reduced the risk that an infectious unit of blood would escape the screen 
to about 1 per 33,000 to 1 in 100,000 units transfused. Data from the Centers for 
Disease Control and Prevention (CDC) and from another NHLBI-supported study, 
the Retrovirus Epidemiology in Donors Study (REDS), have led to the present esti- 
mate that approximately 1 in 500,000 HIV-infectious donations escape the screen. 

Nevertheless, the NHLBI continues to seek even better detection wstems by sup- 
porting research to develop tests for HIV ribonucleic acid (RNA) itself; using aroplin- 
cation techniques such as the polymerase chain reaction (PCR). The first priority 
of two recent rerearch initiatives is to adapt this technology for blood bank use and 
for testing of solid organ donors. Blood banks perform large numters of tests daily, 
and thus reouire highly automated techniques that will control costs and improve 
accuracy. Solid organ donors usually are tested singly, at odd hours of the day or 
night, by trained, nut less practiced technical staff. The NHLBI expects that these 
tests will further reduce the time period between infectivity of blood or tissue and 
detection of the donor’s antibody response to that infection. 

Hepatitis C 

Another serious infectious agent transmitted by blood is hepatitis C. After tedious 
and meticulous use of new biochemical tools, intense cooperative researdi by CDC 
and industry successfully isolated the hepatitis C virus and developed a specific 
antibody test for it. Although NHLBI-supported research was not involved directly 
in these breakthroughs, specimens collected as part of the NHLBI Transfusion- 
Transmitted Viruses (TTV) study to investigate surrogate or indirect tests for post- 
transfusion hepatitis (then called “non-A, non-B,” now known as hepatitis C, or 
HCV) were used to help validate the role of HCV as a cause of disease and the value 
of an antibody test to detect donors most likely to transmit it. Ongoing studies of 
post-transfusion hepatitis, by the Transfusion Medicine Department of the NIH 
Clinical Center, bemn in the 1960s, also demonstrated the value of surrogate tests 
in decreasing transfusion-associated disease. When NHLBI and NIH Clinical Center 
studies proved that hepatitis C was a serious disease and not, as some originally 
thought, a biochemical, or testing, phenomenon without clinical significance, blood 
banks universally adopted surrogate tests to test donated blood. NHLBI-supported 
research demonstrated the value of the surrogate tests, but later showed that the 
“second generation” h^atitis C antibody test provided all the benefits of the surro- 
gate tests and more. These findings were corroborated by work in the NIH Clinical 
Center. 

In the last 10 to 15 years, the risk of posttransfusion hepatitis C has dropped 
from as hi^ as 1 per 30 units of blood to the most recent, as yet unpublished, esti- 
mate from REDS of about 1 in 100,000. This is partly the result of better donor 
screening practices, but primarily from universal use of second-generation tests for 
hepatitis C antibodies. 
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Risk of hepatitis C from blood transfusion is still of concern because of the rel- 
atively long “window’ mriod between infection imd development of detectable anti- 
bodies. Further, if an HCV vaccine is developed in the future, it may be difficult 
to inte^ret today’s antibody tests, that is, distinguish true infection from a vaccine 
protection response. Therefore, the second priority of the research initiatives noted 
above is detection of HCV RNA using amplification technology such as PCR. An ad- 
ditional TOal of this research is to develop “multiplexing” tests that will permit de- 
tection of more than one virus per test. Multiplexing should reduce costs without 
adversely affecting the sensitivity of the test procedure. When a multiplexed test is 
positive, the specimen can be retested for individual viruses so that the test implica- 
tions for the donor’s health can be assessed. 

Our information indicates that the detection technology for virus nucleic acid 
(DNA and RNA) now has progressed to where it is feasible to test donated blood 
for portions of viruses themselves. Further, it is probably feasible to detect more 
than one virus per teat. As noted above, and because we believe that this technology 
should be utilized, the NHLBI has a new research initiative to study sudi testing 
procedures and bring them to the point of approval for blood bank use. The top pri- 
ority viruses are first, HIV, and second, hepatitis C. We believe that the technology 
will be readily extendable to other viruses, such as hepatitis G and hepatitis B. 

EMERG1NC3 INFECTIOUS DISEASES 

Any infectious agent that has a blood phase before clinical symptoms appear po- 
teatimly can be transmitted by blood transfusion. 

Chagas’ Disease 

In JanuaiT 1995, the NHLBI, in conjunction with the NIH Office of Medical Ap- 
plications of Research, the Clinical Center Transfusion Medicine Department, and 
the National Institute of Allergy and Infectious Diseases (NIAID), sponsored a Con- 
sensus Development Conference on Infectious Disease Testing for Blood Trans- 
fusions. The panel considered approaches to discontinuing tests that had outlived 
their value, and managing ratential threats to transfusion safety from emerging dis- 
eases. Tbey used Chagas^ msease, caused by a protozoan parasite, as an example. 
This disorder is known to be transmitted by blood transfusion in Latin American 
countries where it is endemic. In some of these countries, blood banks are testing 
donated blood for antibodies to the Chagas’ organism but, until recently, the avail- 
able tests were rudimentary and crude. 

Improved tests are being investigated in the United States, and considerable in- 
formation is being gathered regarding protection of recipients of blood transfusions 
from Chagas’ disease. The American Red Cross is studying these tests by selectively 
screening donated blood in parts of the United States with large numbers of people 
who have spent considerable time in endemic areas. Its goal is to determine if test- 
ing blood only from at-risk donors would suffice for eliminating blood-borne trans- 
mission, or if all blood donations should be tested. Positive antibody tests have been 
found in some numbers among donors at risk; all tests of blood from donors without 
risk factors have thus far been negative. These studies are continuing: more infor- 
mation may be provided later by the American Red Cross. As yet, Chagas’ disease 
is relatively uncommon in the United States. Only a few cases of blond-bome trans- 
mission have been reported. Nevertheless, with increasing travel and immigration, 
this could change. 

The NHLBI currently is supporting a study to determine the prevalence of anti- 
bodies to the Chagas organism in serum specimens from blood donors collected and 
stored in the REDS serum repository. Several thousand specimens are being tested. 

Creutzfeldt-Jakob Disease (CJD) 

Another disease that has caught the attention of those concerned about blood 
transfusion safety is CJD, a neurological disorder that can be infectious or transmit- 
ted genetically, sJthough most cases are of unknown source. CJD may cause varying 
degrees of unsteadiness or difficulties of movement and dementia, and is always 
fatal. Similar animal disorders can be transmitted by blood, although there is no 
evidence, epidemiological or other, that the CJD agent is transmitted in blood trans- 
fusions. 

In the past, a number of CJD cases have resulted from injections of human pitui- 
tary-derived growth hormone. However, human-derived materials have long since 
been replaced by hormone made as a result of genetic engineering, and therefore 
CJD is no longer a health risk from this treatment. Recently, however, several man- 
ufacturers withdrew from the market blood components and plasma protein deriva- 
tives that contained startingmaterial-plasma from a donor who, months after dona- 
tion, was diagnosed with CJD. 
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Some concern remains that the risk that CJD is transmitted by blood, currently 
theoretical, will ^ found to be real with further study. The NHLBI, therefore, con- 
vened a small workshop of experts in April 1995. The Institute is working with the 
extramural and intramural programs of the National Institute of Neurological Dis- 
orders and Stroke (MINDS) to follow through with the workshop recommendation 
that new assay systems for GID be developed and applied to blood, blood compo- 
nents and blood plasma derivatives. Most current experimental animal assay ^s- 
tems recpiire years to obtain an answer. The NHLBI is participating with the CDC 
in plannmg and designing some of the epidemiological studies tnat will be necessary 
to determine if CJD is transmitted by blood. NINDS and NHLBI staff also partici- 
pated in an FDA meeting on June 22 on this topic. 

VIRUS INACTIVATION 

In the 1980s, the NHLBI supported research at the New York Blood Center to 
develop a solvent-detergent technique for inactivating viruses in blood plasma pro- 
tein derivatives. This procedure is very effective against viruses with fatty enve- 
lopes, such as HIV, HCV, and hepatitis B virus (HBV), and it should work well 
against the newly discovered hepatitis G virus. Althou^ an attenmt was made, at 
the time, to apply virus inactivation technology to fresh olood and blood components, 
it seemed that anything that would destroy a virus would also destroy blood cells, 
making them lose efficacy or actually be dangerous for transfusion. With improving 
technology, in October 1993 the NHLBI again sought research ideas to eliminate vi- 
ruses in donated blood. The six ^ants awarded as part of this program are now 
ending their first year of resear^. A closed meeting for the grantees to discuss 
progress with us and each other is scheduled for December 1M5. One grantee is 
just beginning clinical trials of platelets treated with a process thaL in test tube 
studies, inactivated infectious agents without damaging the platelets. Proof that this 
new technique is safe and effertive in clinical situations will be necessaiy before it 
can be put into general use. 

OTHER TRANSFUSION SAFETY RESEARCH 
Blood Transfusion Substitutes 

Substitutes for blood transfusion that will transport oxygen to the tissues, as do 
red blood cells, have long been sought. This is particularly so in the private sector 
since it is likely that a successful product will be used widely and be vepf profitable. 
In the past, most hemoglobin-based products have been found by their developers 
to have unacceptable toxicity; however, the information obtained in the resear^ 
studies has been proprietary and has not been made public. The NHLBI is now sup- 
porting research to determine why hemoglobin-based products are toxic so that the 
problem can be corrected if possible. 

Another NHLBI grantee is searching for ways to reduce human error in the prac- 
tice of transfusion medicine by studying the procedures used by other industries 
where there is zero tolerance for risk, such as commercial aviation and nuclear 
power. 

TYansfusion in AIDS Patients 

The NHLBI Virus Activation by Transfusion (VAT) trial will use sensitive tech- 
niques to study AIDS patients who need blood transfusions, to determine if one of 
the immunological consequences of allogeneic (from another person) transfusion is 
activation of viruses by those very transfusions. Viral activation could meike the 
AIDS syndrome progress more rapidly and might actually shorten life. Other parts 
of the Vat trial will examine the potential for transfusion-induced grafl-versus-host 
disease in these mmunologicaily depressed patients. Transfusion-related graft-ver- 
sus-host disease is serious, often fatal, and poorly understood. Its apparent rarity 
in transfused patients with AIDS is contrary to expectation. These studies may im- 
prove transfusion safety by increasing our knowledge of the immune consequences 
of blood transfusion. 

INTRAAGENCY COORDINATION 

Throughout the development and conduct of these studies, the NHLBI has kept 
CDC and Food and Drug Administration (FDA) representatives informed and often 
involved directly. For example, the CDC is represented on the REDS Steering Com- 
mittee and both the FDA and the CDC participated in the CJD workshop noted 
above. The FDA and the NIAID were well represented on the Plannii^ Committee 
for the Consensus Conference on Infectious Disease Testing for Blood Transfusions. 
CDC representatives made presentations of major import to panel members, who de- 
pended neavily on their data in developing the panel statement. The FDA co-spon- 
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sored the recent NHLBl workshop on “Microbial Contamination of Blood Compo- 
nents,' and FDA data were used to help identify the issues. 

In addition to these activities, representatives from the CDC, the NIH Depart- 
ment of Transhision Medicine, the Armed Forces Blood Program and Blood Re- 
sources Program, and the NHL£I participate in monthly conference calls chaired by 
Dr. Epstein, FDA. The monthl3^ conference call provides a forum for exchanM of in- 
formation on emerging or continuing problems in transfusion me(hcine, and allows 
the NHLBl to inform the other groups about Institute activities. FoUow-up calls fur- 
ther enhance these communication efforts. 

Although we have learned much about reducing the risk of transmission of infec- 
tious agents through blood and blood products, many questions still remain. The 
NHLBl and other appropriate NIH components will continue to support research 
that addresses these questions in order to assure the safety of the blood supply 
through improved detection and inactivation technolo^. 

I would be pleased to answer any questions you or the Committee may have. 

Mr. Davis [presiding]. Thank you. We’ll start the questions now. 
Mr. Towns, let me start the questioning with you. 

Mr. Towns. Thank you very much. Let me begin with you, I 

f uess. Dr. McCurdy. You described current research initiatives to 
evelop amplification techniques, such as the PCR. Are you aware 
that this is a technology that is also being pursued in the private 
sector with some positive results? 

Dr. McCurdy. Yes. We are well aware of many of the efforts. 
Until fairly recently, there have been very few of these efforts di- 
rected toward blood transfusion and screening blood donors, based 
on concern that the technology was too difficult and too sensitive 
for that purpose. We have reasons to believe this is not the case, 
which is why we’re pushing forward for its use in transfusion medi- 
cine. 

Mr. Towns. Right. Well, even with the process that they’ve 
made, how can the government benefit from this private sector 
progress? How can we? 

Dr. McCurdy. I think that what our initiatives were seeking 
were members of the private sector to proceed more rapidly than 
they might on their own, than we perceive them to do on their own, 
to bring such testing to market. 

If there are private sector organizations that are willing or able 
to do it on their own — and we have some information that that may 
be the case — then we won’t interfere, certainly. But our approach 
is to try and stimulate this so that it comes to market as soon as 
possible. 

Mr. Towns. All right. Thank you very much. What additional 
steps do you suggest that the blood banks and transfusion services 
take to improve safety? 

Dr. McCurdy. Well, I think that what we have been doing is em- 
phasizing these improved tests. I think the PGR technology that we 
were talking about a minute ago was focused on HIV. I think it’s 
equally important to focus on Hepatitis C virus since there’s a 
longer window, and there may be developed in the future a vaccine 
that would confound the antibody tests that are now being used. 

So I think improving these tests, multiplexing these tests so that 
more than one test can be done at a time, thus improving effi- 
ciency, are the ways to go. 

I mentioned the REDS study of the Institute. This study has 
been looking very carefully at donor infectious disease markers, 
seroconversions, and particularly looking at how donors respond to 
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the questions that are posed to them as part of their pre-donation 
process. 

We hope and expect to refine the questions that are asked so 
that we’ll get the answers that are important and will jig the mem- 
ory of people who may have forgotten some at-risk behavior that 
they had in the past. 

Mr. Towns. Also, you state that the NIH is considering ap- 
proaches to discontinue tests that have outlived their value. Could 
you provide some examples of these outdated tests? 

Dr. McCurdy. We held a consensus development conference in 
conjunction with other NIH components last January, and the two 
issues were, one, are there any tests that no longer serve their pur- 
pose, and two, how do you determine how to institute new tests? 
How do you approach emerging infections? 

The panel came up with the recommendation that the ALT test, 
which had been put in as a surrogate test to test for non-A, non- 
B Hepatitis — non-A, non-B Hepatitis is now known mostly to be 
Hepatitis C — and they came up with a recommendation that that 
test be discontinued as having outlived its usefulness. 

I believe that the blood banking community has generally accept- 
ed that recommendation. I don’t know how far they are in dis- 
continuing that test. The Hepatitis C test, the antibody test, pro- 
vided much better safety than the ALT test did, and the ALT test 
was found not to give any added improvement. 

Mr. Towns. All right. On that note, do you think that the — and 
I’m always concerned about communication, in terms of how infor- 
mation gets around. Will the advisory board help in that regard? 
How can we improve, what can we do here in the Congress? 

Dr. McCurdy. The Blood Safety Committee that you’re talking 
about? 

Mr. Towns. Yes. 

Dr. McCurdy. I think that certainly will help with communica- 
tion and provide a focus to deal with many of the issues that have 
been brought up today and will be brought up later today. 

Mr. Towns. Let me just ask Dr. Satcher one question. 

Mr. Davis. If there is no objection, sure. 

Mr. Towns. Yes. Dr. Satcher, does CDC control the distribution 
of certain drugs in order to attract blood-bome diseases? Is that 
correct? 

Dr. Satcher. Yes. An example of that is pentamidine for treating 
Pneumocystis carinii. The increased request for this drug in the 
early 1980’s was one of the indications that something was going 
on in terms of the incidence of this unusual infection. 

So this is one example of where CDC controls the distribution of 
a drug that is so rarely used that it’s not approved for general dis- 
tribution, but it also allows us to monitor diseases that are treated 
with this drug. There are other examples, but when you go back 
and look at the history of the HIV infection, AIDS, I think the con- 
trol of pentamidine is a good example of that strategy. 

Mr. Towns. Thank you very much. I yield. 

Mr. Davis. Thank you very much. I recognize the gentleman 
from Indiana, Mr. Souder. 

Mr. Souder. Thank you, Mr. Chairman. In our earlier hearing, 
we heard some concerns about warning and how, in the past, a 
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number of things have been missed. How does the CDC plan to im- 
plement recommendation 5 of the Institute of Medicine report, 
which recommends that the Public Health Service establish a sur- 
veillance system lodged in the CDC that will detect, monitor, and 
warn of adverse effects in the recipients of blood and blood prod- 
ucts? 

Dr. Satcher. I think — and I’ll ask Dr. Khabbaz to also comment 
on that — ^but let me say that I think we have developed surveil- 
lance systems, especially utilizing the hemophilia population. We 
monitor very closely the health of this population, the response of 
this population which receives an excess of blood products. 

And, therefore, any change in terms of new threats, new dis- 
eases, in this population, we monitor very closely. We try to trace 
back to the donor and to try to discover what the problem is and 
whether or not it relates to a donor in the blood supply. So I think 
that’s probably our best surveillance technique right now, because 
there are so many people in this surveillance system. 

There are other examples. Do you want to add some examples to 
that? 

Dr. Khabbaz. Yes, sure. I think Dr. Satcher has already alluded 
to our existing surveillance system. We have a number of disease- 
specific surveillance systems, and we plan to enhance them. 

For instance. I’ll give you an example. For Hepatitis viruses, we 
have two systems, a national system, and we have one based on 
four sentinel coiuities, if you may, that allows us to get more spe- 
cific serologic test results, and we can look at newer Hepatitis vi- 
ruses, and we plan to expand the system so that we can get the 
numbers to better assess transfusion transmission. 

With regard to the hemophilia surveillance system, we are in the 
process of expanding it to look for other health outcomes, as well, 
and monitor for clusters of diseases or other markers to be able to 
detect newer, unknown threats. 

As part of our emerging infection programs — and Dr. Satcher al- 
luded to — we have four emerging infection programs, and in those 
we are piloting a surveillance system to look for unexplained ill- 
nesses and deaths that may be infectious, and we do ask about a 
history of transfusion. 

So that’s another system that we think will help us look for un- 
known threats. We continue to work with other agencies and other 
groups and will explore other ways to improve and address threats 
as they arise. 

Mr. SoUDER. Nothing is much more touching than to talk with 
somebody who is dying because of their blood transfusion, particu- 
larly hemophiliacs. I met with one young father who no longer can 
hold a job, and he has — ^he’s only in his 30’s. 

What warning system is there going to be? You’re doing the 
checking. How soon can you catch that? Are you getting out quickly 
to the people who would be most affected? How long do you wait 
in some of the research to check it and try to find a person before 
you give a warning? 

Dr. I&iABBAZ. I think, in general, we are in the process, as soon 
as we gather enough information to establish a threat, then we go 
out with information. And within the hemophilia community, we 
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have a number of information systems developed to quickly allow 
that to happen. 

Dr. Satcher. That also, I think, indicates, though, the impor- 
tance of this partnership. Some States are better prepared to report 
new illnesses than other States are, and that’s why we’re concerned 
about the strength of the public health laboratories in all of the 
States throughout the country. 

Right now, of course, we’re developing some special projects. We 
mention four States; there are 10 other States that are involved in 
the sentinel system. But, ultimately, we need to have strong State 
public health laboratories and a very strong reporting relationship 
in order to detect things as early as possible, and we need to re- 
spond as rapidly as possible. 

Mr. SouDER. Another thing that’s very difficult and controversial, 
and I would appreciate your comments on, does payment for plas- 
ma donation reduce the safety of the product, as opposed to volun- 
teers? Does it stimulate some people who maybe shouldn’t be giv- 
ing blood to give blood? Could you give your comments on that? 

Dr. Satcher. I would be interested in Dr. Evatt’s responding to 
that, because I think there are two perspectives on that. It de- 
pends. I know that we generally say that, because of the people 
who appear to give blood for money, that generally it’s high risk. 
And that’s probably generally true, but I think there’s another 
angle. 

Dr. Evatt. Yes, and there’s two different ways of looking at it, 
one from the point of view of the individual transfusion recipient. 
The second is from a pool of plasma-derived product. 

In general, volunteer donations comprise recovered plasma, 
which comes from — and so it usually goes into a pool of multiple 
individual donors. Plasmapheresis is — it’s usually the material 
that’s collected by plasmapheresis goes into a pool of products and 
is comprised, usually, of repeat donors, and so there’s fewer donors 
in the pool. 

Depending on the type of disease, volunteer donors are consid- 
ered to be a safer donor pool, primarily because there’s no incentive 
for them to donate, for example, from the lower socioeconomic lev- 
els, where they may be associated with certain blood bom diseases, 
such as Hepatitis. 

On the other hand, the fewer donors that go into a plasma pool 
from repeat donors, where the donors are clearly identified and 
monitored very closely, may be safer in some instances. 

Also, not all infectious diseases that are transmitted in blood are 
not necessarily associated with lower socioeconomic groups. For in- 
stance, in the early days of HIV/AIDS, AIDS was not necessarily 
a lower socioeconomic level infection. It was frequently associated 
with the higher socioeconomic groups, which were volunteer do- 
nors, in the beginning stages of AIDS. And so I think that it de- 
pends on the disease, and it depends on the balance. 

1 think there’s no good answer to that question currently. In re- 
ality, there’s not enough recovered plasma that comes from volun- 
teer donation that is sufficient to supply the needs of industry for 
plasma products that are made from those donations, so that plas- 
mapheresis is the only way to obtain that. 
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In countries where there are rules that suggest that only volun- 
teer donors can go into pools, those countries are extremely rare, 
and almost no country is able to obtain enough self-sufficiency with 
plasma to meet the needs of the plasma-derived products. 

Mr. SoUDER. Thank you. 

Mr. Davis. Thank you very much. The gentleman’s time has ex- 
pired. 

Let me start with a question. Dr. Batcher. I noted in your testi- 
mony, you noted that one variant of HIV-1 known as subtjrpe O 
may not be readily detected by some commercially available screen- 
in^^ests. What strategies does the CDC have in place to confront 

Dr. Batcher. Well, it’s a very important observation because, 
again, it points out that the biggest risk that we face, I think, is 
the risk of these new and emerging infections. 'This variant of HFV- 
1 is an example, subtype 0. 

Among the strategies that we have in place, and of course, is the 
surveillance system to detect it, not only in this country. I was re- 
cently in Uganda, where I visited the Uganda Viral Research Cen- 
ter, where we have a laboratory. 

In that laboratory, one of the things that we’re doing is monitor- 
ing the incidence of HIV-l subtype O. We know that in that area 
of the world, subtype O is more common, so we’re trying to learn 
as much as we can about it, wherever it occurs in the world. 

And I wanted to point out, I think that’s one of the responsibil- 
ities that we, the CDC, as the prevention agency of this country, 
has, and that is to monitor the emergence of new diseases, wher- 
ever they occur in the world. We cannot protect the health of the 
people in this country unless we know as much as we can know 
about new diseases, wherever and whenever they occur. 

Bo we do have field laboratories throughout the world. Not just 
CDC — the Department of Defense has field laboratories; NIH has 
laboratories; and we’re trying now to better network those labora- 
tories than we have in the past. But subtype O is an example 
where the surveillance system cannot be limited to this country 
and answer the questions that we need to answer about this new 
variant. 

Mr. Davis. OK But your comments said that some of the com- 
mercially available screening tests didn’t do it. Is there a screening 
test that works? 

Dr. Batcher. We think now — do you want to comment more 
about that? We think now that there is, but at the beginning, I 
think it’s true that we were not detecting all of the subtypes. 

Mr. Davis. Bure. 'This is one of the success stories, as we’ve 
tracked it down. 

Dr. Batcher. Right. 

Dr. Khabbaz. Borne of the tests were not able to detect. I think 
we’ve been working with FDA and industry, and we’ve looked at 
a number of modified tests that have been developed that are bet- 
ter able to detect these variant strains. And, like Dr. Batcher noted, 
HIV type O may be just one spectrum of variants, and we continue 
to work on detecting new variants and go back and assess existing 
tests and work with industry and others to make sure that the 
tests improve. 
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Mr. Davis. Let me follow up on a question Mr. Souder raised and 
the answer, and see if either one of you would like to amplify. Do 
you think that a reduction in plasma pool size would provide great- 
er safety for hemophiliacs and other patients dependent on treat- 
ment derived from pool plasma? 

Dr. Evatt. Reduction in pool size carries with it, of course, a 
smaller risk, because anytime you reduce the number of donors’ ex- 
posure for any pven dose of medication, it does reduce the risk. So 
donor pool size is equivalent to risk. 

On the other hand, there are certain other factors which go into 
this, including the ability to manufacture smaller pools in a way 
that will allow a cost-effective provision of medication. I think the 
most effective people to speak to this is probably industry, who 
have the information that can tell you whether or not a donor pool 
size is practical from their point oi view. But clearly, reducing the 
donor size does reduce risk. 

Mr. Davis. OK Anyone else want to add anything to that? Let 
me ask, also, how is the NIH addressing the need for research into 
other treatments, and particularly non-blood-based treatments for 
hemophilia? 

Dr. McCurdy. We have had in the past a considerable research 
effort in the molecular aspects of hemophilia, the molecular genet- 
ics of it, and, as a result of those and other studies, recombinant 
Factor VIII is now available. Recombinant Factor IX will be avail- 
able sometime in the near future. It’s under test. These are geneti- 
cally enmneered and not from human sources. 

We also have a sizable program in genetic treatment of hemo- 
philia, which is a ways away, probably, but is another approach to 
this. If you would like more information on the genetic area. Dr. 
Geinguly ceui elaborate. 

Mr. Davis. I would like some follow-up on the genetic area. 

Dr. McCurdy. Follow-up in writing? Fine. 

Mr. Davis. We thank the panel. Mr. Towns? Sure, I would be 
happy to yield. 

Mr. Towns. BPAC, the Blood Product Advisory Committee, has 
recommended against antigen screening despite a unanimous find- 
ing that the tests were very effective. Ostensibly, this recommenda- 
tion was made because of concerns over the cost of the tests. That’s 
the information that’s out there. How do cost considerations influ- 
ence the development of testing procedures that would improve 
blood safety? What role does cost play in this? 

Dr. Satcher. Let me say two things. I think — and Dr. Khabbaz 
is our appointment. I think you know that CDC now has a rep- 
resentative on the BPAC. 

Mr. Towns. Yes. 

Dr. Satcher. And Dr. Khabbaz is our representative. I want to 
make one comment, though. 

Mr. Towns. Congratulations. 

Dr. Satcher. Its a very important question. According to the 
guidelines of BPAC, as I understand them, cost is not supposed to 
be one of the things that BPAC considers in making recommenda- 
tions. 

Mr. Towns. Right. 
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Dr. Satcher. However, I think, realistically, cost certainly affects 
availability. But I don’t believe the issue in terms of the p24 anti- 
gen was limited to cost. And I say that — you know. I’m not on 
BPAC, but my impression was that it was sort of a judgment as 
to the efficacy of this particular screen in terms of the risk of at- 
tracting more people as blood donors, as opposed to, I guess you 
would detect about six more cases of HIV than you would if you 
did not include the antigen screening. 

But, as you know. Commissioner Kessler did not agree with 
BPAC’s advice, and he has the final say in terms of that. Do you 
want to comment further? 

So I think, in answer to your question, theoretically, cost is not 
supposed to be a factor in the considerations of the advice of this 
scientific adviso^ committee. And yet we are continuing to ques- 
tion the availability and the ability to provide. Some of uie indus- 
try people would probably want to comment on that further. 

Mr. Towns. Right. Well, I raise this for several reasons, in terms 
of, as we do the budget and as we talk about dollars, and we also 
have to think about in terms of savings lives. 

Dr. Satcher. Sure. 

Mr. Towns. I just don’t want this get lost in terms of our activi- 
ties around here. I know it’s also difficult sometimes to openly dis- 
cuss these matters, because the point is that we don’t want to scare 
people, either. 

Dr. Satcher. Exactly. 

Mr. Towns. And I understand that. So it’s a very delicate, kind 
of situation that we now find ourselves in. But I think that those 
folks who insist upon just cutting everything, I think we need to 
sort of look at what we’re doing, because if we sometimes spend 
money, on the front burner, we don’t have to spend it on the back 
burner. 

And I think that, somev/here along the line, we have to help to 
make this case, and it’s not being made too well around here today, 
and I think that somewhere along the line, it’s going to require fur- 
ther discussion. 

Dr. Satcher. I think you’re absolutely right. I think one of the 
real challenges that we face is improving communication. We 
haven’t talked about the new Advisory Council on Blood Safety and 
Availability that will report to the Blood Safety Committee, which 
reports to the Blood Safety director. 

But the idea there is to have the kind of people on that Advisory 
Council who can look at social, ethical, legal, and business consid- 
erations in looking at these issues. I think that’s going to help. 
They have a major responsibility, representing more of the general 
population’s concerns about the blood supply, but also helping to 
communicate to the general population issues related to the blood 
supply. 

I think you’re right. I think one of the major challenges we face 
is improving communication among ourselves, among the agencies, 
with industry, but also making sure that providers out there on the 
front line smd the patients with whom they interact have as much 
information as they can get about these issues. 

Mr. Towns. All right. Thank you very, very much. I would like 
to thank all of you for your testimony. I yield back, Mr. Chairman. 
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[Additional information on research follows:] 

Additional Information From Dr. McCurdy and Dr. Ganguly on Research 
Supported by the National Heart, Lung, and Blood Institute 

Question. What research does the National Heart, Lung, and Blood Institute 
(NHLBI) support to improve the safety of treatment for hemophilia? 

Answer. Hemophilia is a hereditary bleeding disorder that is characterized by a 
deficiency of blood proteins called clotting factors. Hemophilia A is caused by a defi- 
ciency of Factor VIII and hemophilia B is related to Factor IX. Hemophilia treat- 
ment usually entails a risk of infection because it requires transfusion of purified 
quantities of the missing factor isolated from donated human blood. Obtaining 
therapeutic quantities of these factors requires pooling plasma from a number of do- 
nors, a process that necessarily increases the risk of transfusion-related infections. 
The NHLBI is seeking to eliminate the risk by supporting research to produce the 
clotting factors without use of human blood. 

The NHLBI hemophilia research program has provided the foundation for ad- 
vances in hemophilia diagnosis and treatment. Basic research on hemophilia led to 
the isolation and characterization of the deficient clotting factors and their genes. 
A genetic defect that affects about half the families with severe hemophilia A was 
identified by a NHLBI grantee and an assay to detect it has been developed that 
can be performed with only a small blood sample. This information on the protein 
and gene structure was essential to the development of recombinant Factor VIII, 
which is produced without the use of human blood. Recombinant Factor VIII effec- 
tively stops bleeding in severe hemophiliacs and is now commercially available. Re- 
combinant Factor IX has also been produced; the results of its effectiveness trials 
are expected in a few months. 

Gene therapy to insert the missing clotting factor gene into cells of hemophilia 
patients could lead to continuous production of the deficient clotting factor and may 
be the next major advance in hemophilia treatment. The bWLBI has provided lead- 
ership in this area. For example, in 1994, the Institute implemented a m^jor initia- 
tive on gene therapy in hemophilia. Si^ificant progress has been made in obtain- 
ing, mowying, and inserting hemophilia genes in animals. Although initial results 
apmar promising, longterm expression at a therapeutic level of genes inserted into 
cells of large animals has been diBlcult to obtain. Additional studies are needed on 
the level and duration of gene expression before these procedures can be used in 
human trials. 

The results of gene therapy studies for hemophilia are likely to provide informa- 
tion that will also be useful in the development of gene therapy procedures for other 
genetic disorders. The recent development of a transgenic mouse model of human 
hemophilia by an NHLBI grantee should expedite studies of gene therapy protocols. 
These developments hold promise for ultimately developing a cure for hemophilia 
without running the risk of a transfusion-associated infection. 


In addition to the answer provided by Dr. McCurdy, the National Institutes of 
Health (NIH) provided an itemized report of all intramural and extramural research 
on hemophilia and other coagulation disorders funded by the NIH in FY1994 and 
FY1995. These documents are in Subcommittee files. 

Mr. Davis. Thank you. And I thank you all, as well. Thank you 
very much. 

We call now our second panel. The second panel will be Karen 
Shoos Lipton of the American Association of Blood Banks, Dr. Toby 
Simon of the Council of Community Blood Centers, and Dr. Rich- 
ard Davey from the American Red Cross. 

As you come forward, if you could get behind your seat and just 
remain standing, HI swear you in. 

[Witnesses sworn.] 

Mr. Davis. Thank you. Thank you very much. Why don’t we start 
with Ms. Lipton. 
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STATEMENT OF KABEN SHOOS UPTON, CHIEF EXECUTIVE OF- 
FICER, AMERICAN ASSOCIATION OF BLOOD BANKS; TOBY 

SIMON, PRESIDENT, COUNCIL OF COMMUNITY BLOOD CEN- 
TERS; AND RICHARD J. DAVEY, CHIEF MEDICAL OFFICER, 

AMERICAN RED CROSS BIOMEDICAL SERVICES 

Ms. Lipton. Thank you. Mr. Davis, Mr. Towns, and members of 
the subcommittee, I am Karen Shoos Lipton, chief executive officer 
of the American Association of Blood Banks. Thank you very much 
for this opportunity to discuss the role of our association in ensur- 
ing the smest possible blood supply. Most of our comments are con- 
tained in our rather lengthy ivritten statement, and I would like 
simply to highlight a few of the items in there. 

Since we began in 1947, the AABB has promoted quality assur- 
ance through the adoption and publication of standards for blood 
banking, through the AABB Technical Manual and its other publi- 
cations, through our educational programs, and through our inspec- 
tion and accreditation program. 

Beginning in the early 90’s, the AABB began transitioning our 
traditional error detection systems to systems that emphasize error 
prevention, and in 1994, we introduced the AABB quality program 
that offers an error prevention system for use in individual blood 
collection and transfusion facilities. 

We have worked closely with the Council of Community Blood 
Centers and Orthodiagnostics on the development of a separate 
quality engineering training program that’s currently being offered 
around the country to our members. This year, the Health Care Fi- 
nancing Administration granted the AABB inspection and accredi- 
tation program “deemed status” to inspect laboratories for compli- 
ance with the Clinical Laboratory Improvement Amendments of 
1988. 

But most important to us this year is the restructuring of our in- 
spection and accreditation program. Our 800 volunteer inspectors 
will now receive additional and advance mandatory training, and, 
in addition, we’re in the process of developing separate specialized 
programs for our blood collection facilities and our hospital trans- 
fusion facilities. 

With regard to the emerging infectious agents and the effects of 
technology on the blood banking community, AABB’s written state- 
ment noted the following: First, bacterial contamination is a top 
priority for us right now. Our volunteer committees, which include 
some of the best experts in the world in blood banking, are now 
evaluating technology that, at least on an interim basis, will hope- 
fully reduce bacterial transmission by identifying the contamina- 
tion prior to transfusion. 

With respect to Creutzfeldt-Jakob Disease, AABB has added two 
questions to the Uniform Donor Health History questionnaire, in 
spite of the fact that, as Dr. Satcher stated, there is no evidence 
of the transmissibility of CJD through blood transfusion. 

Chagas’ disease is rare in the United States, but fairly endemic 
in Latin America, and with increasingly mobile populations, 
Chagas’ disease is a potential threat to our blood supply. A diag- 
nostic test is currently available, but the practical application and 
success of its use in the blood donor setting are still being evalu- 
ated. The AABB is working toward identifying what we hope will 
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be an optimal mix of donor questioning and serological testing to 
ensure the maximum prevention of Chagas’ transmission. 

HCV look-back is another issue currently under debate. Although 
the Association has periodically reviewed this issue, we have not 
supported the concept in the past for several reasons. 

First, the disease is prevalent in the population from other 
sources; second, the earlier test, with less specificity, simply could 
not distinguish between those carrying the infection and those who 
had recovered from infection but retained residual antibodies; and 
third, there were no successful intervention therapies available. 

With the advances in testing now and the availability of 
interferon as a possible treatment for HCV, the AABB is currently 
reconsidering its position. The AABB also strongly agrees that 
Hepatitis C look-back is an appropriate issue for the Blood Safety 
Committee. We emphasize, however, the need to address look-back 
for all potentially transfusion-transmitted diseases as a public 
health issue. 

Our actions, we believe, speak for themselves. As an independent 
professional association representing the blood community, we have 
been seeking safety improvement since our inception in 1947. 
That’s our business. Transfusion medicine is a balance of science, 
societal, and ethical issues that must be judged when considering 
the impact on both safety and adequacy of the blood supply. 

Over the years, we have worked with other blood organizations, 
with the National Institutes of Health, the FDA, and the Centers 
for Disease Control, through consensus conferences, the lOM fo- 
rums, and other joint programs. We’re continually seeking new ave- 
nues to identify issues and achieve solutions and interim improve- 
ments. 

We were pleased with the lOM recommendations and impressed 
with the quick action of HHS to elevate the decisionmaking author- 
ity with regard to blood safety and adequacy to the highest levels 
within that department. 

We plan to work with Dr. Lee and others in any way we can, 
and, in fact, we have invited Dr. Lee to address the 6,000 attendees 
at our annual meeting next week in New Orleans. He would have 
there a unique opportunity to address the entire blood banking and 
transfusion medicine commiuiity. 

Finally, from our perspective, scientific research is at the heart 
of all solutions in any emerging disease. Equally important, blood 
is only as safe as the donor. Education of donors is absolutely criti- 
cal to increasing the safety and availability of blood. We need more 
research and more education, and we need both quickly. 

At the bottom line, that means more resources for our commu- 
nity, already stretched thin with the very significant pressures im- 
posed by enhanced regulatory attention and cost control and for 
agencies currently pressured to do more with less. We encourage 
you to encourage your colleagues to support the Public Health 
Service agencies, specifically the FDA, the Centers for Disease Con- 
trol, and the National Institutes of Health. Thank you. 

['The prepared statement of Ms. Lipton follows:] 
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Prepared Statement of Karen Shoos Lipton, Chief Executive Officer, 
American Association of Blood Banks 

Mr. Chairman and members of the Subcommittee, I appreciate the opportunity to 
appear before you today to discuss the role of the American Association of Blood 
Banks (AABB) in ensuring that the safest possible blood is provided for the health 
care needs of the American people. 

In your invitation to testify you asked that witnesses focus their testimony on the 
recent Institute of Medicine report HIV and the Blood Supply: An Analysis of Crisis 
Decision Making (lOM REPORT), emerging infectious agents in the blood supply, 
quality practice standards and application of new technology to improve blood safe- 
ty- 

Before responding to your questions, I first want to lay some groundwork that I 
believe is crucial to understanding the AABB’s positions on these issues, as well as 
the AABB’s overriding concerns for safety of the blood supply. 

I. THE AMERICAN ASSOCIATION OF BLOOD BANKS 

I am Karen Shoos Lipton, Chi<"f Executive Officer of the AABB. The AABB is a 
noUfor-profit professional, educat.onal, scientific and administrative association es- 
tablished in 1947. Our mission statement today — adopted in 1990 as part of our con- 
tinuing effort to support the blood banking community in its quest for the safest 
possible blood supply — is to establish and promote the highest standards of care for 
patients and donors through leadership in all aspects ofblood banking and trans- 
fusion medicine. 

Specifically, the AABB: 

i) sets standards in blood banking and transfusion medicine for voluntary 
compliance by association members, 

ii) operates a voluntary inspection and accreditation program for member fa- 
cilities that is specially designed as an educational program to measure per- 
formance gainst AABB standards and 

iii) provides continuing education in blood banking and transfusion medicine 
on topics related to compliance with AABB standards, FDA regulations, and 
emermng science and medical technology in the fields of blood banking and 
trEmsrusion medicine through periodic news publications, seminars and 
teleconferences and our premier educational program which takes place each 
year at an annual association meeting. 

The AABB institutional membership includes more than 2,500 community and 
Red Cross blood collection centers, hospital based blood banks and transfusion serv- 
ices. These facilities collect, process and distribute virtually all of the nation’s blood 
supply and transfijse more than 80 percent. Almost 9,000 physicians, scientists, 
medical technologists, administrators, blood donor recruiters and nurses involved in 
all aspects of blood banking and transfusion medicine arc also individual members 
of the AABB. 

A. AABB Standards and Guidelines 

AABB standards are published periodically in Standards for Blood Banks and 
Transfusion Services (AABB Standards). AABB Standards are developed through a 
careful and thorough process that elicits the consensus of the leading authorities in 
transfiision medicine. 'Ihe Technical Manual of the American Association of Blood 
Banks (AABB Technical Manual) is a supplements^ textbook publication to AABB 
Standards that outlines blood banking and transfusion medicine techni^es. 

Experts representing all aspects ofblood banking, transfusion medicine and relat- 
ed science and medical technology are asked to serve on standing volunteer commit- 
tees. 'The AABB Committee on Standards is charged with reviewing specific issues 
and developing proposed standards. Proposed standards are provided to the AABB 
membership for comment. The Board of Directors, which is composed of individuals 
with blood banking and transfusion medicine expertise in their own right, has the 
ultimate responsibility to collect all information and recommendations and adopt 
the standards for voluntary compliance by the members. 

Issues raised between revisions of Standards are addressed in a similar fashion, 
but on an expedited basis with publication of interim policy statements and/or 
standards through Association Bulletins issued to members. Emerging issues are 
traditionally reviewed by the standir^ committee with the best expertise applicable 
to those issues. Issues concerning HIV antigen testing and implementation, for ex- 
ample, are referred to the AABB Committee on Transfusion Transmitted Diseases 
(TT D Committee) for the purpose of considering scientific and medical issues associ- 
ated with antigen testing. The Board of Directors takes the committee recommenda- 
tions and incorporates them into interim policy statements, and where appropriate. 
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the Standards Committee formulates for member consideration and Board approval 
interim standards. 

B. Education 

As part of our mission, the AABB strives to educate its members and the public 
about emerging science and technology in transfusion medicine and to analyze blood 
policy issues. Vehicles for education mclude publishing monthly and weekly news- 
letters and the peer reviewed medical journal, Transmsion; operating a voluntary 
educational biannual inspection and accreditation program; and producing state-of- 
the-art educational programs utilizing the latest communications technology. 

The Aimual Meeting is the AABB’s premier educational event and has proven to 
be one of the most effective methods of communicating with professionals in the 
fields of blood banking and transfusion medicine. Next week the 1995 meetii^ will 
take place in New Orleans. Almost 4,000 people are registered with an anticipated 
atten^nce of over 6,000. Topics covered in seminars and workshops range from as- 
sessment of the latest science and technology to administrative forums. Althou^ I 
was only able to do so on short notice, I have invited Blood Safi^ Director, Philip 
Lee, MD to speak at the meeting’s National Affairs Symposium. Ine meeting ofTers 
a unique opportunity for Dr. Lee to begin his tenure by describing the HHS agenda 
under their new structure for the entire regulated community. We are eager to work 
with both Dr. Lee and the new Blood Safety Committee. 

C. AABB Inspection and Accreditation and Quality Programs 

The AABB’s Inspection and Accreditation Program (l&A Program) is administered 
by an oversight co mmi ttee composed of volunteers and supported by over 800 volun- 
teer inspectors. Since compliance with state and federal regulations is required for 
AABB accreditation, AABB inspectors must be especially knowledgeable about the 
blood regulations and the Good Manufacturing Practices promulgated in Title 21 of 
the Code of Federal Regulations, as well as FDA’s blood establishment related 
memoranda and other guidance documents. This year, the Health Care Financing 
Administration granted the AABB I&A Program “deemed status* to inspect labora- 
tories for compliance with the Clinical Lalwratory Improvement Amendments of 
1988. 

In August 1994, the association introduced the AABB Quality Program to provide 
blood banks and transfusion services with the tools needed to develop a specific, de- 
tailed, and formal quality assurance program that will generate self-assessment 
data through a system of checks. By assessing the root causes of deHciencies them- 
selves, institutions are able to develop and implement improvements to their stand- 
ard operating procedures and systems. This program supports FDA initiatives in 
quality assurance. 

As AABB members implement quality assurance plans, the I&A Program will 
transition away from current spot reviews for deficiencies to quality audits that 
focus on a blood bank’s mechanisms for ensuring that its products and services meet 
all requirements. The AABB insmctor will concentrate on verifying that staff con- 
sistently evaluate the success of tne blood bank’s Quality plan. 

To meet these new challenges, the AABB is devoting significant resources this 
year to a major restructuring of the I&A Program. Inspectors will receive mandatory 
training. Specially designed separate programs are being developed for blood collec- 
tion facilities and hospital transfusion facilities. 

II. AABB’s RESPONSE TO THE INSTITUTE OK MEDICINE’S BLOOD SAFETY 
RECOMMENDATIONS 

With that groundwork in mind, 1 report that the AABB supports the recommenda- 
tions in the lOM Report. We submitted for the record of this Subcommittee’s Octo- 
ber 12 Oversight Hearing on HHS Management of Possible Threats to the Nation’s 
Blood Supply the attached October 3 letter to HHS Blood Safety Director Philip Lee, 
MD. We were pleased to learn from Secretary Shalala’s recent testimony to this 
Subcommittee that the Department has restructured the blood programs of the Pub- 
lic Health Service (PHS) to promote high level coordination between the blood pro- 
grams of the PHS agencies so that optimal blood safety policy is ^ickly and effi- 
ciently developed. We have already initiated communications with Dr. Lee and the 
new Blood Safety Committee. 

As noted in the letter, the lOM Report raised some significant limitations in the 
way that the federal government developed blood safety policy in the early 1980s. 
However, the report did not reflect the progress that has been made in blood safety 
in the intervening years. 

Since 1984, six new infectious disease tests have been incorporated into the FDA 
required practices of blood collection establishments. Among these tests is the HIV 
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antibody test designed to reduce the risk of HIV transmission through blood trans- 
fusion, and teats to detect hepatitis viruses. Increasingly sensitive HIV antibody 
tests have been adopted as the technology has improved^ TTie risk of acquiring HTV 
from a unit of donated blood has been reduced to about 1 in 420,000. Implementa- 
tion of a screening test for the antibody test to the Hepatitis C virus has reduced 
the risk of transfusion associated Hepatitis C to 1 in 4,000 or less. 

Prospective blood donor screening procedures have been continually revised to re- 
flect the better understanding that we now have from additional research that there 
is a need for clearer and more direct ^estioning. The AABB, in fact, has developed 
a Uniform Donor History Questiotmaire that has been reviewed by the FDA and is 
used by members as a basis for developing their own SOPs. The questionnaire is 
revised as necessan and has recently been revised to address concerns regarding 
Creutzfeldt-Jakob Disease. Building on this progress, the AABB supports additional 
measures to enhance blood safety. 

in. HIV ANTIGEN TEffnNG 

Consistent with the lOM recommendation that interim actions be taken where 
complete answers are not available, the AABB spoke in favor of FDA licensure of 
HIv antigen test kits for screening volunteer blood donors for HIV. In fact, it was 
largely an AABB initiative that prompted FDA action. As has become clear in recent 
studies, a short incubation monoclonal HIV-1 antigen test reduces the “window pe- 
riod,” the time immediately after HIV infection when licensed tests are unable to 
detect an HIV infected blc»d donor, from 22 to 16 days. Since current licensed HIV 
blood screening tests in use in blood collection facilities only test for the HIV anti- 
body, blood donated after donors are infected with HIV but before their bodies 
produce antibodies to the virus are not detected as HIV positive. Transfusion medi- 
cine scientists estimate that HIV antigen testing would additionally identify ap- 
proximately 10 donations capable of transmitting HIV through bloM transmsion 
each year, with minimal loss of units suitable for transfusion. 

Continued study of the epidemioloOT of HIV today suggests that transmission of 
the HIV virus is occurring moat rapidly from those individuals who are least likely 
to recognize, or be aware of, their own risk — and therefore to self-defer on the basis 
of auestions asked of donors — such as partners of intravenous drug users. This shift 
underscores the si^ificance of testing as a means of identifying those individuals 
at risk of transmitting HIV. 

The AABB believes that all efforts to increase safety must be taken to ensure that 
the public's confldence in the safety of the blood supply is restored. The Association 
applauds the FDA’s decision to move forward on HIV anti^n testing by releasing 
the August 8 memorandum entitled Recommendations for Donor Screening with a 
Licensed Test for HIV-1 Anti^n. Although a test is not yet licensed, the AABB is 
helping blood collection facilities to prepare for immediate action as soon as a test 
is licensed. 

The AABB has already taken a number of steps to assure smooth adoption of HIV 
antigen testing by blood collection facilities: 

1. We just published an article in the AABB Weekly Report providing infor- 
mation on implementation of HIV— 1 antibody testing. 

2. We are cosponsoring a public workshop featuring speakers from the Phar- 
maceutical companies with applications for antigen test kits pending next Tues- 
day, November 7. They will discuss implementation issues with blood bankers 
to better enable them to plan for imrfementation. 

3. At a recent meeting with the FDA to clarify issues raised by our members, 
we were able to obtain clearance, for the first time, for blood collection person- 
nel to train with sample test kits in advance of license approval. 

4. AABB committees have been specifically charged with developing rtand- 
ards and guidelines for HIV antigen testing. Recommendations are anticipated 
in time for licensure. 


rv. EMERGING INFECTIOUS DISEASES AND NEW SCIENCE AND TECHNOLOGY 

In response to your request for comment on emerging infectious diseases and new 
technolo^. I’d like to report to you on the AABB’s response to the recently high- 
lighted wiallenges presented by bacterial contamination of blood for transfusion, 
Cnagas Disease, Creutzfeldt-Jakob Disease (CJD), and issues surrounding HCV 
loo^ack. 

In fact, although you have referred to these diseases as “emerging, they have 
been studied by the transfusion medicine researchers for a number of years. Re- 
searchers are working to develop scientific consensus on the risks presented to the 
blood supply and potential strategies for reducing these risks. However, as the lOM 
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Report points out, until scientific consensus is developed and practical preventative 
medical technology is available, implementation of interim measures must be con- 
sidered. 

A. Bacterial Infection 

Utilizing data released by the Centers for Disease Control and Prevention (CDC) 
and data collected by AABB member institutions, the AABB Transfusion Transmit- 
ted Diseases Committee (TTD Committee) recently identified bacterial contamina- 
tion of blood components as a leading cause of transfusion associated mortality. The 
Association has maintained standards on blood collection processes designed to 
avoid bacterial contamination, but no procedure is fail-safe in this area. The AABB 
views this as a critical issue and assigns it the highest priority. 

The AABB TTD Committee reviewed reports that ba^rial contamination of blood 
components accounted for 29 (16%) of the 182 transfusion-associated fatalities re- 
ported to the FDA between 1986-1991. Of these fatalities, 21 (72%) were associated 
with transfusion of platelets, while 8 (28%) were associated with transfusion of red 
cells. The latest data from the CDC for 1987 to 1994, indicate a bacterial contamina- 
tion rate of less than one per million red cell units (22 cases per 28 million units 
of red cells transfused). The bacterial contamination rate for platelets, based on cul- 
ture studies, varies between 1/900 and 1/2000 random donor units. However, pro- 
spective studies suggest that the risk of symptomatic sepsis due to bacterial con- 
tamination of platelets is between 1/2000 and 1/12000 rannom donor units. 

Strategies for Preventing Bacterial Infection 

At the present time, there are no definitive solutions to identify bacterially con- 
taminatea blood products. Potential interim solutions are being evaluated; and the 
AABB Board of Directors will consider recommendations to test units prior to trans- 
fusion. Possible solutions for the short-term include use of dip-stick and/or staining 
technologv that indicate the presence of bacteria. 

In the long term, refined donor screening, improved arm preparation procedures, 
and the devmopment of new blood collection technology capable of diverting the first 
10 milliliters of donated blood show promise to reduce this threat. The ultimate so- 
lution may be to test blood for bacterial contamination immediately prior to trans- 
fusion. Umortunately, there are currently no known tests with the accratable com- 
bination of sensitivity, specificity and practicality for screening blood for bacterial 
infections. Such a test is needed. 

While these short-term and long-term solutions are developed, the AABB contin- 
ues to encourage strict adherence to AABB Standards to prevent bacterial trans- 
mission. As effective techniques for reducing microbial contamination of blood com- 
ponents are identified and proven to be effective, the AABB will, of course, actively 
review these processes for inclusion in AABB Standards. 

B. Chagas Disease 

Chagas disease is rare in the United States, but endemic to Latin America. With 
increased mobility of world populations and the ability of pathogens to travel with 
people, the American transfusion medicine community has identined this disease as 
a potential threat to U.S. blood supply safety. 

The disease is caused by a parasite called Trypanosoma Cruzi (7*. Cruzi). The 
most common mode of T. Cruzi transmission is through insect bites. However, in 
Latin American urban areas, the most common mode of transmission is blood trans- 
fusion. 

An insect known as the “assassin bug” serves as a vector for the disease between 
infected wild animals and people. Individuals living in close proximity to wild ani- 
mals in substandard housing are at risk for infection. 

Data show that 30 to 40 percent of those infected with the parasite develop chron- 
ic long term infections. Of this number, 20 to 30 percent may eventually succumb 
to unexpected heart disease or disturbances of the gastrointestinal tract. 

Transfusion medicine investigators are conducting a number of studies to deter- 
mine the seroprevalence of T. Cruzi in U.S. blood donors. In a Red Cross study con- 
ducted in metropolitan Miami and Los Angeles, potential blood donors are asked if 
they were bom m South America, Central American, or Mexico, or if they had spent 
more than four weeks in one of those areas. In Los Angeles seven to eight percent 
answered yes. In Miami 12 percent responded affirmatively. 

Donors who responded “yes" and a cohort of controls were tested for T. Cruzi-anti- 
bodies by Abbott Laboratories’ Chagas enzyme immunoass^. Repeatedly reactive 
(RR) samples were confirmed by ramoimmunoprecipitation. 'Testing was performed 
under a research protocol, since the tests are not FDA-approved for screening blood 
donors. 
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Of the donors who answered the screening question aflirmatively, 1 in 800 to 1 
in 1000 were confirmed positive for the T. Cruzi antibody. FVom these data, re- 
searchers extrapolate that the upper limit of T. Cruzi infection in the Los Angeles 
donor base is .012 percent and .010 percent for the Miami donor base. 

Look-back investigations of units previously donated by donors testing positive for 
the T. Cruzi antibody identified six or seven recipients. None of these recipients 
tested positive for the antibodv. 

Preliminaiy data indicate that questionnaires designed to detect risk for T. Cruzi 
infection may have limited usefulness for donor deferral. However, researchers are 
gathering aclditional data and are estimating T. Cruzi antibody prevalence in other 
parts of the nation. By analyzing the risk fac^tors experienced by T. Cruzi antibcxly 
positive donors, investigators hope to develop an optimal mix of donor screening 
ciuestions and clinical laboratory tests to effectively reduce the transfusion risk of 
this pathogen. 

C. Creutzfeldt-Jakoh Disease 

Creutzfeldt-Jakob Disease (CJD) is a rare, usually fatal degenerative disease of 
the brain that typically strikes in middle life. Scientists theorize that CJD is trans- 
mitted by an unusual protein or virus. Each year, CJD occnirs in about one in a mil- 
lion individuals in the U.S. 

In later staws of the disease, the cerebral cortexes of CJD patients are riddled 
with abnormal cavities. The disease is accompanied by progressive dementia and oc- 
casionally wasting of the muscles and tremors. 

Although transmission of the disease has occurred through transplantations of the 
aura mater tissue that covers the brain and spinal cord, it is not clear if the disease 
is transmissible through blood transfusions. Nevertheless, on August 8, the PDA is- 
sued a memorandum entitled Precautionary Measures to Further Reduce the Pos- 
sible Transmission of Creutzfeldt-Jakob Disease by Blood and Blood Prtxlucd.s. The 
memorandum recommends permanently deferring from blood donation the following 
people; 

i. individuals who have received injections of growth hormones derived from 
human sources, 

ii. individuals who have received transplants of aura mater, and 

iii. individuals with a family history of CJD. 

In support of the FDA action, the AABB Donor Histon Committee developed ad- 
ditional questions for the AABB Uniform Donor History Questionnaire which are de- 
signed to elicit this information. These cmestions have been approved by the FDA 
and we are providing these questions to all AABB Institutional Members. 

D. Hepatitis C Look Back 

Look-back refers to the process of notifying recipients of prior donations from a 
donor subsecmently identified as seropositive for a transfusion transmissible infec- 
tious agent. Notified recipients may then elect to undergo diagnostic testing to de- 
termine whether they are infected. If so, appropriate treatment may be initiated and 
the patient may take appropriate precautions to prevent transmission to others. 

The PHS recommended against Hepatitis C virus (HCV) look-back when the HCV 
antitedy test was first licensed for screening blood donations in 1990. The AABB 
Board of Directors rec»mmended against HCV look -back in 1991 and 1993. Until re- 
cently, it was not clear what a positive test result meant for the patient, little was 
known about how HCV was transmitted, and treatment options for those infected 
with HCV were limited. 

HCV testing technology has advanced. It is now possible to more accurately iden- 
tify those individuals who are positive for HCV. Additionally, interferon therapy has 
been identified as beneficial for some HCV infected patients. 

On the other hand, there is stUl insufficient information about HCV look -back to 
determine the frequency with which transfusion recipients identified through look- 
back would actually be infected with transfusion associated HCV. There is also no 
information to indicate how often secondary infections might be prevented. 

The ethical and public policy issues that relate to lookback are similar for all in- 
fectious agents and must be accorded proper weight when look-back policy is devel- 
oped. At the same time it is appropriate to consider the public health benefits and 
scientific basis for a look-back policy. 

In response to these new considerations, in 1994 the AABB Board of Directors 
asked the AABB TTD Committee to again review the scientific data pertaining to 
HCV look -back. The Board has also assembled a special work -group to address the 
related ethical and public policy issues. We recommend that HCV look-back should 
be a primary focus of the new HHS Blood Safety Comnuttee. 
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CONCLUSION 

In conclusion, I think it is particularly important to note that both our association 
and the blood banking community, in general, have come a long way in our continu- 
ing efforts to improve blood safety. The AABB welcomes the changes that are antici- 
pated from the HHS restructuring and will work as closely as possible with both 
HHS and FDA to enhance and support these initiatives. 

The Safety of the blood supply, and ultimately the donors and patients we all seek 
to serve, rests on science and medical technolo^ developed throu^ scientific re- 
search. In everything we do at the AABB, we seek to identify and ewcate our mem- 
bers with respect to the latest scientific knowledge and medical technology that will 
produce the safest possible blood supply. We also do this also in the context of the 
adequacy of the blood supplv. As I am reminded bv blood bankers and regulators, 
the most unsafe unit of bIood[ is the one that is not there when it’s needed. 

To make advances in safety without sacrificing ade^acy, we need the successes 
achieved through advances in scientific research and the development of new medi- 
cal technologies that can be used in blood collection and transfusion facility environ- 
ments. 

The long-term solutions to blood safety questions clearlv depend on scientific ad- 
vances translated into practical applications for use in blood banking and trans- 
fusion medicine. For our part, the AABB and it’s members support research initia- 
tives in every way that we can. The AABB has just develomd an ambitious progr^ 
to raise $10,000,000 over the next five years through our National Blood Foundation 
(NBF). 'the funds will be used to expand an existing $2,000,000 endowment that 
funds blood and transfusion medicine research. 'The NBF is the only private na- 
tional fundii^ source exclusively devoted to the advancement of research in trans- 
fusion medicine. Even with achievement of our initial goal, however, the results will 
be inadewate to cover the need. 

The AABB has also worked closely with the National Heart, Lung, and Blood In- 
stitute of the National Institutes of Health (NIH) to assist in identifying researdr 
initiatives in transfusion medicine that merit government funding. We strongly sup- 
port continued and increased federal support for medical research at the Nm. ^ 
of this research is needed to solve, in the long-term, the threats to blood safety. In 
the short term, interim solutions must be develo^d to reduce the risks presented 
by potential blood bom pathogens. The AABB will be in the forefront of this effort. 

In the short-term, we all should recognize the lOM’s recommendation to imple- 
ment partial solutions where long-term solutions are not available. As an organiza- 
tion representing a community based largely on science and medical technology, the 
AABB has been careful to ensure the widest possible scientific debate aM has 
worked carefully to develop a full consensus of recognized experts before acting. As 
we move forward, the AABB will continue to seek that scientific knowledige. How- 
ever, as reflected in our actions on HIV anti^n testing, we are moving to implement 
internal reviews that will provide for oevelopment of short-term/interim rec- 
ommendations in re^nse to emerging threats to the blood supplv. 

'Thank you again for the opportunity to speak to ^ou toda^. 1 nope that my testi- 
mony ana these hearings, in general, will assist in focusmg the energy and re- 
sources still needed to make our blood supply as safe as humamy possible and avail- 
able to any who need it. 


Octobers, 1995 

Philip R. Lee, MD 
Assistant Secretary for Health 
Department of Heiuth and Human Services 
Washington, DC 20201 

RE: Task Force to Review Current Blood Safety Program 
Dear Dr. Lee: 

The American Association of Blood Banks (AABB) appreciated the opportunity to 
partir^ate in the HHS Task Force meeting on September 27 regarding the lOM re- 
port, “fliV and the Blood Supply: An Analysis of Crisis Decisioiunaking,” and would 
like to provide, through this letter, its thou^ts on the lOM’s recommendations. 

The AABB is the professional medical society for over 9,000 persons engaged in 
bjood banking and transfusion medicine and approximately 2,400 community, re- 
monal and American Red Cross blood centers, hospital-based blood banks and trans- 
fusion Krvices. Our member facilities are responsible for collecting virtually all of 
the nation’s blood supply and for transfusing more than 80 percent of the blood used 
for patient care in the United States. Many of our individual members and member 
facilities engage in the collection and transplantation of hematopoietic stem cells. 
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In general, we support the recommendations noted in the report and the Red 
Cross joins us in expressing its support. Specific comments and a brief analysis of 
the recommendations follow: 

Recommendation 1: The Secretary of Health and Human Services should des- 
ignate a Blood Safety Director, at the level of a dejmty assistant secretary or hi^er, 
to be responsible for the federal government’s eflortB to maintain the safety of the 
nation’s blood supply. 

Recommendation 2: The Public Health Service (PHS) should establish a Blood 
Safety Council to assess current and potential hiture threats to the blood supply, 
to propose strategies for overcoming these threats, to evaluate the response of the 
Public Health Service to these proposals, and to monitor the implementation of 
these stratemes. The Council should report to the Blood SafeW Director. The Coun- 
cil should also serve to alert scientists about the needs and ^portunities for re- 
search to maximize the safety of blood and blood products. The ^ood Safety Council 
should take the lead to ensure the education of public health oflicials, clinicians, amd 
the public about the nature of threats to our nation’s blood supply and the public 
health strategies for dealing with these threats. 

We support both of these recommendations in concept. The AABB, the Red Cross 
and other blood service organizations have clearly demonstrated a desire to cooper- 
ate together and with government agencies in efforts to coordinate prompt and clear 
responses to public health concerns. The AABB Ad Hoc FDA Advisory Committee, 
the Coalition for Regulatory Reform (a coalition of the AABB, the Council of Com- 
munity Blood Centers, and the American Blood Resources Association) and the lOM 
Forum on Blood Safety and Availability are several examples of recent efforts to ad- 
dress critical issues facing blood banking to identify leadership and increase coordi- 
nation within the blood community. 

The AABB concurs with statements made at the September 27 meeting regarding 
the limitations of the lOM report, particularly the failure to address the processes 
now in place to improve decision making with respect to blood safety issues. Prior 
to the implementation of any additional structures, the AABB recommends that the 
Task Force fully consider and incorporate into its recommendations the strengths 
of current processes. 

If the Task Force determines that a new structure is necessaiy, a Blood Safety 
Director at a senior level should coordinate, manage and provide leadership in the 
development of critical responses affecting the safety and adequacy of the blood sup- 
ply. 

Currently, each relevant agency of the Public Health Service (PHS) has a narrow 
area of responsibility for blood safety. None of the key players. National Institutes 
of Health (rUH), Centers for Disease Control and Prevention (CDC) or the Food and 
Drug Administration (FDA), has been charged with leadership in critical issues af- 
fecting blood safety and adequacy. Fundamentally, issues relating to blood sadety 
and adequacy, as well as the costs of the blood delivery system, are public health 
issues that requ ire coordination. As we have seen in many instances, mcludi^ the 
initial 1983 PHS recommendations regarding AIDS and me blood supply, NIH re- 
search, CDC surveillance of transfusion transmitted diseases, and ongoing FDA re^ 
ulatory activities, all benefit from effective coordination. The development of a PIffi 
Blood Safety Council to expand that coordination has the potential to increase bene- 
fits. 


The AABB supports the devel^ment of a system that increases data exchange 
between involved organizations. Steps must be taken to ensure that good commu- 
nication exists among the Blood Safety Director, the Blood SafeW Council, the ex- 
pert panel (Recommendation 13), the Blood Products Advisory (Jommittee (BPAC) 
and the FDA. These additional structures should not impede or delay the develop- 
ment and implementation of actions that will further increase blood safety or ade- 
quacy. Moreover, the specific role of the Blood Safety Council must ^ evaluated 
against the role of the newly reconstituted BPAC to confirm that their efforts are 
not duplicated. 

Finally, discussion during the September 27 meeting focused on the need for an 
efficient decision-making process, open communication and, in particular, the need 
for participation and, where possible, consensus by all stakeholders. While the 
AABB agrees with all of these points, without appropriate direction, defined author- 
ity and strong leadership by the individuals holding the authority, the proposed 
structure will not meet its charge. 

Recommendation 3: The federal government should consider establishing a no- 
fault compensation system for individuals who suffer adverse consequences from the 
use of blood or blood components. 

The AABB supports initiatives to consider and develop options for prospjBctive no- 
fault compensation systems. As noted, for several years, the AABB, the CCBC, the 
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Red Cross, and other blood service o^anizations, have been exploring the feasibility 
of using alternative dispute mechanisms and no-fault compensation programs as a 
means to achieve better and more eflicient resolutions for claims resulting from 
transfusion-related i^uries. The AABB, the CCBC. and the Red Cross are currently 
working with the Arizona Hospital Association to develop a pilot no-fault compensa- 
tion program for Arizona hospitals and blood centers that would offer persons with 
desi^ated transfhsion-associated injuries a package of compensation elements, in- 
cluding actual medical costs, disability wage losses, and/or death benefits. If success- 
ful, the program will offer eligible persons compensation with no requirement that 
thw establish fault. 

Experience to date suggests that development of such a program involves resolu- 
tion of many complex issues, including development of suBlcient funding mecha- 
nisms and obtaining the cooperation of both ^vemment and private insurers to 
support an alternative to the traditional tort system with which they are familiar. 
The pn^am is still in its developmental sta^s and is expected to undersp consider- 
able refinement before being enacted later this year or early next year. The partici- 
pants, however, are committed to establishing a pilot program. A brief desmption 
of the program is provided in an attachment to this letter. 

Recommendation 4: Other federal agencies must understand, support, and re- 
spond to the CDC’s responsibility to serve as the nation’s early warning system for 
threats to the health of the public. 

Recommendation 5: The PHS should establish a systematic, ongoing surveillance 
system, lo^ed in the CDC, that will detect, monitor, and warn of adverse effects 
in the recmients of blood and blood products. 

The AABB supports the role of the CDC in maintaining the primary responsibility 
for monitoring thraats to public health and warning other agencies of threats to the 
public health. The AABB, together with the Red Cmss and other blood banking or- 

S anizations, relies on the CDC to detect, monitor, and warn of adverse outcomes in 
le transfusion of blood and blood products. Early warning indicators of potential 
transfusion transmitted diseases including both recent imections and emerging 
threats in the general population, are processed through AABB expert committees. 

Committee recommendations are communicated to the AABB Board of Directors 
for final review and consideration. Established positions are then communicated to 
AABB members and, if appropriate, incorporated into the AABB’s voluntary stand- 
ards for blood banks. 

As part of its professional and educational mission, the AABB utilizes its various 
publications, AABB Weekly Report (formerly Blood Bank Week), Newsbriefs, and 
Transfusion, to notify its membership of relevant information provided in the (iDC’s 
Morbidity and Mortality Weekly Report (MMWR). 

The Code of Federal Roirolations currently requires that blood banks maintain 
records and report to the EDA adverse outcomes that result from transfusions. Ac- 
curate reporting from blood centers, hospitals and transfusion services is critical to 
the success of the early warning system. 

Several AABB members are currently studying the effect of the punitive actions 
imposed for failure to report errors and accidents on the premise that the potential 
for punishment actually operates as a deterrent to full disclosure — the key to use 
of error and accident reporting as a mechanism to fix systemic problems in the blood 
collection and processing. As a model, the FAA has supportea the Aviation Safety 
Reporting Program system, which does not impose punitive action for failure to re- 
port in an effort to encoura^ full voluntaiy reporting. 

The AABB recommends that, to encourage and facilitate more complete and time- 
ly reporting, requirements be centralized and separated from FDA’s compliance. In 
the event that reporting requirements are transferred to the CDC or another cen- 
tralized authority, present reporting requirements would need to be revised to avoid 
unnecessary duplication. 

Recommendation 6. Where uncertainties or countervailing public health concerns 
preclude completely eliminating potential risks, the FDA should encourage, and 
where necessary require, the blood industry to implement partial solutions that 
have little risk of causing harm. 

The AABB, the Red Cross and other blood banking organizations have consist- 
ently supported the use of partial solutions that will provide incremental improve- 
ments in the safety of the blood supply. Screening measures adopted in early 1983, 
following the first reported cases of transfusion-associated AIDS, were later deter- 
mined to have been largely effective. As recently as February 1995, the AABB Boai^ 
of Directors issued a written statement supporting the licensure of a monoclonal 
antibody-b^ed HIV _p24 antigen test for screening blood donations. The AABB and 
Red Cross issued written statements and later spoke in support of HIV antigen test- 
ing before the BPAC. 'This test would not close the HIV window but woulf shorten 
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it by several dara. Estimates suggested that 6-10 cases per year could be elimi- 
nated. The AABB Board reached its decision after reviewing recent data, which indi- 
cated that the PCR testing would close the HIV window to an even mater extent, 
but determined that a routine PCR screening test would not be avaUule for several 
years. 

In 1986, the AABB, the Red Cross and other blood banking organizations also 
supported the implementation of both ALT and anti core testing to reduce post- 
transfusion hepatitis before a specific test for non-A, non-B hepatitis was available. 
While implementation of a partial solution works until a better solution is available, 
continued use of the partial solution must be reconsidered in the event of the better 
solution. 


Moreover, the AABB Standards Committee continuously reviews donor deferral 
criteria set forth in AABB Standards with the goal of improving the safety of the 
blood supply and proposes modifications to the Standards when appropriate. 

Recommendation 7: The FDA should periodically review important decisions that 
it made when it was uncertain about the value of key decision variables. 

The AABB strongly supports this recommendation. In fact, the AABB’s support 
for reevaluation of the HIV antigen issue recently prompted the BPAC to readdress 
the issue. This item, which had not been addressed by BPAC since 1989, appeared 
on the agenda as a result of a letter written to the FDA by the AABB requesting 
that the committee revisit this issue. 

Recommendation 8: Because regulators must reW heavily on the performance of 
the industry to accomplish blood safety goals, the FDA must articulate its requests 
or requirement in forms that are understandable and implementable by regulated 
entities. In particular, when issuing instruction to regulated entities, the PDA 
should specify clearly whether it is demanding specific compliance with legal re- 
quirements or is merely providing advice for careful consideration. 

The AABB agrees that many recommendations or guidance memoranda sent to 
blood establishments often do not clearly identify the required actions. Require- 
ments for blood establishments can be found in the Code of Federal Regulations (21 
CFR Part 211 and Parts 600-680), PDA memoranda, letters to blood establish- 


ments, the Compliance Program Guidance Manual, Compliance Policy Guides and 
the FDA Guide to Inspections of Blood Bank Establishments. The AABB, the CCBC. 
the Red Cross, and other blood banking organizations have consistently requested 
that requirements be clarified, coordinated, and codified in an organized and usable 
manner. In fact, the AABB and others submitted comments to the FDA in May 1992 
and again in January 1995 in response to a request from the agency for views on 
how to clarify and better organize the FDA regulations and requirements (Copies 
of our comments can be provided if necessary.) 

The AABB supports the position enunciated at the September meeting to employ 
the rule-making process where possible. While the rule-making process offers all 
stakeholders the opportunity to comment and the certainty of a final rule against 
which to evaluate alternative options for performance, scheduled steps often make 
the process cumbersome and time consuming. Therefore, the AABB believes it is es- 
sential that, regardless of how FDA guidance is communicated, the process must 
provide for input from individuals regarding valid operational concerns. 

Recommendation 9; The FDA should ensure that the composition of the Blood 
Products Advisoiy Committee reflects a proper balance between members who are 
connected with the blood and blood products industry and members who are inde- 


pendent of industry. 

The BPAC must include a balance of members connected to blood banking and 


transfusion medicine and members who are independent of the blood banking com- 
munity to properly advise the FDA. The BPAC is responsibje for providing guidance 
to the FDA on scientific and technical issues. A blend of individuals active in the 
blood banking community and those independent of blood banking is important for 
discussion and well-balanced recommendations. Without this balance, the FDA will 
lack input from members who play key roles in delivering blood and blood-related 
services to the public at a time when the FDA should be seeking more, rather than 
less, input from all individuals with the knowledge, skills, and expertise to contrib- 
ute to the safest possible blood supply. 

We recognize the concern for avoiding the potential for conflict of interest, finan- 
cial or other. However, individuals selected for their scientific expertise do not nec- 
essarily reflect the views of their respective institutions with respect to cost and 
analysis. To the extent that selected individuals do have a conflict of interest, they 
can be asked to recuse themselves from a particular issue rather than loosing the 
benefit of their expertise entirely. Indeed, under federal conflict of interest laws, for 
individuals with the necessary expertise who may have a conflict, the Code of Fed- 
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eral Regulations provides a mechanism for declaration of a conflict of interest and 
recusal (6 CFR 2635.601). 

In li^t of the lOM recommendation to establish a Blood Safety Council, the role 
of the BPAC will need to be clarified to eliminate duplication of effort by other 
groups. 

Recommendation 10: The FDA should tell its advisory committees what it expects 
from them and should independently evaluate their agendas and their performance. 

The AABB fully agrees with the recommendation to delineate clearly what is ex- 
pected from the advisoiy committee and to evaluate agendas and performance inde- 
pendently. To a large extent, FDA staff has provided the committee with thorough 
information on the complex issues presented to it. However, certain steps could he 
taken to allow the BPAC to function more effectively. Background materials pro- 
vided to the BPAC should be in-depth and should be provided sufflciently in ad- 
vance of the meeting to allow for thorough review and analysis. The FDA should 
prepare the committee by presenting, or naving invited speuers present, the sci- 
entific data as well as a variety of views related to the specific topics. This process 
can include recognized experts and selected regulated parties, and should provide 
committee members adequate time for comment and debate prior to a vote. More- 
over, defining the basis for which a decision is made (i.e., cost analysis v. technical/ 
scientific data) will make the process more consistent, and will allow those providing 
comment a baseline for input. Questions posed to the committee should be worded 
succinctly and should contain instructions to respond based on uniform criteria. 
Failure to clearly identify issues for consideration and to develop uniform criteria 
for decision making have, in the past, resulted in inconsistent decisions. 

The FDA must routinely develop guidance in a timely manner following issuance 
of the BPAC recommendations. 

Recommendation 11: The PHS should develop reliable sources of the information 
that it needs to make decisions about the blood supply. The PHS should have its 
own capacity to analyze this information and to predict the effects of regulatory de- 
cisions. 

The AABB fully supports the development of independent scientific expertise, and 
of PHS’ capacity to analyze and predict effects of regulatory actions. 

To facilitate the collection of reliable information, the AABB has defined as one 
of its top priorities the development of an independent Blood Data and Collection 
Center that will periodically survey the blood banking community for aggregate 
data on blood safety, adequacy, and usage. Efforts are currently underway to define 
the structure of the Center and the scope of the data to be collected. 

Recommendation 12: When faced with a decision in which the options carry risk, 
especially if the amount of the risk is uncertain, physicians and patients should take 
extra care to discuss a wide range of options. 

The AABB, together with the Red Cross and other blood banking organizations, 
firmly believes in strong communication between physicians and their patients. In 
1986, the AABB recommended that patients who receive non-emergency trans- 
fusions be informed of the risks and benefits of blood and blood products and con- 
sent to their use. Over the years, the AABB has routinely offered educational pro- 
grams and publications to encourage physician-patient communications by provimng 
physicians with information concerning blood and blood component transfusions, in- 
cluding risks and benefits, options ana how to obtain informed consent. In the early 
1980s, the AABB worked with the National Autologous Blood Research Center to 
identify blood us^e needs. Later, this effort was transferred to the National Heart, 
Lung and Blood Institute (NHLBI), and the task expanded to include patient and 
donor needs. 

Recommendation 13: An expert panel should be created to inform the providers 
of care and the public about the risks associated with blood and blood products, 
about the alternatives to using them, and about treatments that have the support 
of the scientific record. 

The AABB supports creation of an expert panel charged with disseminating infor- 
mation and education to health-care providers and the public with respect to trans- 
fusion-associated risks and alternatives to allogeneic transfusions. The work of such 
a panel would dove-tail with the efforts of the AABB and other blood banking orga- 
nizations. For example, the AABB and other blood organizations produce and cus- 
tribute a Circular of Information for the Use of Human Blood and Blood Compo- 
nents that is distributed to health care professionals who order and transfuse blood. 
AABB also publishes information about transfusion medicine through books, jour- 
nals, newsletters, faxes, and electronic media. 

The AABB also supports providing the public with complete and easy to under- 
stand information about the risks and benefits of blood transfusion and the trans- 
fusion alternatives that are available to patients. Working with the NHLBTs Na- 
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tional Blood Resources Education Program, the AABB and other national blood or- 
ganizations developed and distributed brochures, posters and other materials in- 
tended to explain to the layman the various asperts of blood donation and trans- 
fusion. 

Recommendation 14: Voluntary organizations that make recommendations about 
using commercial products must avoid conflicts of interest, maintain independent 
judgement and otherwise act so as to earn the confidence of the public and patients. 

l^e AABB agrees with this recommendation. As a professional, voluntary organi- 
zation, the AABB requires, as a matter of course, that every participating volunteer 
and staff member identify and clear all potential conflicts of interest with the Board 
of Directors. The ability to render impartial judgements is crucial in the develop- 
ment of consensus on scientific issues. 

Again, we appreciate the opportunity to provide our thoughts on the lOM rec- 
ommendations as the Task Force is developing its report for Secretary Shalala. The 
volunteer membership of the AABB stands ready to further assist the PHS and its 
Blood Safety Task Force in developing plans to implement the proposals discussed 
above. Please call me (301-907-6977) if you have questions or need more informa- 
tion. 

Sincerely, 

Karen Shoos Lipton, JD 

Chief Executive Officer 


PILOT PROGRAM FOR THE MANAGEMENT AND COMPENSATION OF TRANSFUSION-RELATED 

INJURIES AND CLAIMS 

The blood centers serving Arizona, together with several of the State’s principal 
hospitals and health care providers, and in collaboration with medical societies and 
liability insurance companies, will soon implement, on a pilot basis, a program for 
compensating persons who have incurred transfusion-related iqjuries; and for man- 
aging such claims through alternatives to the public litigation system. Compensa- 
tion for covered events will be available to patients who elect to participate, after 
the ipjury or event has occurred. The process will be an administrative, nonfault, 
and wholly voluntary option. The progreun is also entirely private: no enabling legis- 
lation is either sought or required. 

I. PREMISES AND OBJECTIVES 

The program is built on several assumptions. Among them is the suspicion that 
the tort-litigation system, which governs much of the policy and shape of present 
medical-injury compensation, is imperfect. There is reason to believe that as a com- 
pensation system it is inefficient; that as a system for assuring patient safety it is 
neither optimal nor uniquely able; and that as a method for linking economic com- 
pensation with instances of medical negligence, it is frequently inaccurate, causing 
both overcompensation in some cases and under compensation in others. These 
flaws may result in instances of injustice and in excess costs ultimately included in 
the costs of medical care. 

Under present law, health care providers and blood centers may be liable for inju- 
ries caused by transfusion or the use of blood products only if they were negligent, 
or in a legal sense at fault, with respect to that product or service. A substantial 
part of the costa of the legal process are devoted to determining, case by case, 
whether the provider was at fault or not. Resources spent on that determination are 
not available for compensating injured patients. Another substantied part of the 
costs of the legal process are attributable to the adversary system by which claims 
are advanced and defended. The resources devoted to bringing legal claitns and to 
defending legal claims are likewise not available for compensation. In addition, the 
adversary system may be inconsistent with the purposes and relationships that are 
vital to effective medical care. 

The purposes of the pilot program are: 

(1) to implement a cost-effective alternative to the legal process, where doing 
so appears to be feasible and in the best interests of all the participants: 

(2) to monitor the financial and administrative results and the patient-safety 
implications of such a system; and 

(3) to employ the transfusion-injury pilot program as a field test of compensa- 
tion principles that my be applicable to medical injury in general. 
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II. BACKGROUND 

The pilot pro^am has been investigated since 1991, when it was reconunended 
to i^e national oloodbanking oivanizations bv the Center for Public Resources. It 
draws on a substantial body of literature ana experience, including the concepts of 
“neo-contractual” liability, 'designated compensable events,” and the nofault para- 
digm of the 1991 Harvard malpractice compensation study. The Arizona pilot has 
since 1993 been investigated and developed by a working group organized through 
the Arizona Hospital and Healthcare Association (AzHHA), mcluding experts in law, 
medical economics, hospital management, medicine and blood banking. In 1996 the 
program was endorsed by the AzHHA Board of Trustees. 

III. THE PROGRAM IN OUTLINE 

The program will be a pilot, v.lth no certain termination date, subscribed to 
by blood centers, participating hospitals and physicians and their insurers, 

that offers to Arsons with designated transfusion-associated injuries, after 
the injury occurred, 

a package of compensation for attributable economic losses, including actual 
medical costs if and when incurred and (subject to some limits) actual disability 
wage losses, and a death benefit when appropriate. 

on a non-fault basis, but only for injuries actually caused by the activities or 
products of a member of the group. 

The injured person will release all participating individuals and organizations 
from other liability, 

and agree to resolve all future disputes by arbitration or other ADR. 

The events to be included will be all blood-bome pathogens, transfusion er- 
rors, and (for blood centers) donor injuries. [This would typically include, in Ari- 
zona each year, one case of HIV; four HBV (of which one or two would be likely 
to have a compensable claim); 80 +/- HCV (of which 8-10 would recognize com- 
pensable claims); 4 HTLV-1 and 11 (one or two compensable); and one or two 
others.] 

The offer will be made once there is a recognition that an infection or ii^ry 
has occurred, for example through the process of “lookback;" or when a claim 
is brought against a participant by an injured person. 

Causation will be assumed for the designated injuries, subject to the broad 
center’s or hospital’s ability to disprove it (e.g. a known pre-transfusion infec- 
tion, or a donor who tests negative at a later time, or an implicated unit of 
blood not handled by any of the participants.) 

Compensation funding will be on a ^pay-as-you-go” basis, with each, partici- 
pant contributing to the pool necessary for a compensation package for its pa- 
tients. 

There will be agreements in advance to participate, from which a participat- 
ing organization may withdraw prospectively as to any claim not then known. 

Allocations of the costs among the hospital, the blood center an^ where ap- 
propriate, the physician will be negotiated, with some form of ADR agreed to 
in advance to resolve disputes. Some hospitals may participate on a case-by-case 
basis, though doing so will not be encouraged. 

Claims management — including both contaH with the injured person and 
management of the claim thereafter — will be done centrally, on behalf of all 
participants. 

Mr. SouDER. Thank you. Dr. Simon, go ahead. 

Dr. Simon, (jood morning, Mr. Chairman, Mr. Souder, Mr. 
Towns, and members. I am Dr. Toby Simon, president of the Coun- 
cil of Community Blood Centers and of Blood Systems in Scotts- 
dale, AZ, and it is my privilege today to represent the 67 independ- 
ent not-for-profit community blood centers that are our members. 
They account for approximately 40 percent of the blood collected in 
the United States. 

We want to emphasize three facts initially. First, that blood is 
life-giving. It must be available when patients need it. Second, the 
only reason there is blood available is because millions of volun- 
teers are willing to roll up their sleeves and give the gift of life. 
Third, while blood is safer than ever before and we must strive to 
continually make it safer, we must use it with minimal manipula- 
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tion from the body — ^this very valuable human tissue — and thus ab- 
solute safety would currently mean no blood available at all. 

We have over 5 million annual volunteer blood donors to thank 
for the safety of our blood supply, and their altruism, studies show, 
has been the single biggest factor in blood safety. The volunteer 
community has made epreat strides in implementing the kinds of 
quality assurance standards that we owe to these donors and to the 
greater communiW and patients. 

We have launched many quality initiatives for our members so 
that they will have these higher standards, including the quality 
engineering training program to which Ms. Lipton referred. Today, 
donor screening procedures and public education programs elimi- 
nate over 99 percent of carriers of either HIV or Hepatitis before 
the blood is even collected or tested. 

To increase this safety even further, we feel that the focus should 
be on improved donor screening technologies, strategies to reduce 
the need for transfusion, and viral inactivation of blood compo- 
nents. 

First, we would like to emphasize in these steps to improve blood 
safety that repeat blood donors are the safest donors. Recruiting a 
low-risk group of volunteer donors, using screening questions, and 
encouraging repeat donations has led to this safety. 

We are concerned about the continued loss of many safe donors 
due to the sensitivity of the test procedures and regulatory require- 
ments which could jeopardize both safety and adequacy. We there- 
fore recommend more research into the effectiveness of the donor 
screening process and methods of increasing donor retention. 

Our Donor Resources Committee is currently identifying the best 
practices in donor retention so that th^ can he more widely used. 
To further increase patient safety, CCBC members are also work- 
ing hard to ensure that blood is used only when medically nec- 
essary. 

We believe that greater centralization of the total transfusion 
services now being developed by many of our members will help as- 
sure appropriate utilization and also allow more effective continued 
surveillance for emerging infections. Our members are doing this 
through centralized transfusion services. 

Of course, we realize that new technologies can help, as well, and 
we have recommended that the Public Health Service Advisory 
Council on Blood Safety and Availability examine viral inactivation 
as one of its first priorities. Plasma derivatives are safe today be- 
cause of viral inactivation. 

One of our members, the New York Blood Center, has developed 
a solvent detergent method for fresh frozen plasma that is cur- 
rently imder review by the Food and Drug Administration. Many 
studies indicate that some of these technologies can be applied to 
cellular blood components, as well, and clinical trials will soon 
begin for solvent detergent treated platelets. 

We are pleased that the Department of Health and Human Serv- 
ices is taking steps to improve government coordination and re- 
sponsiveness in these areas. We nope to have a parallel effort in 
the private sector that will allow us to work effectively with the 
government using a neutral forum, and hopefully we’ll work closely 
with CDC, FDA, NIH, and the Secretary’s office. Similar to AABB, 
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we believe that continued support by Congress is important in en- 
suring safety. 

Decision-making plays a critical role in ensuring blood safety. It 
is our hope that this subcommittee will assist the FDA and the 
blood community in examining the decisionmaking process and rec- 
ommending how it can be improved. 

On behalf of the 67 members of the Council of Community Blood 
Centers, I thank the Chair, the members of the subcommittee, and 
the staff for giving us this opportunity to present our views. 

[The prepared statement of Dr. Simon follows:] 

Prhtahed Statement of Toby Simon, President, Council of Community Blood 

Centers 

Mr. Chairman and members of the Subcommittee; 

1 am Dr. Toby Simon, president of the Council of Community Blood Centers 
(CCBC) and of Blood Systems Foundation, a Scottsdale, Arizona nonprofit organiza- 
tion dedicated to promoting excellence in transfusion medicine. I appreciate the op- 
portuniW to appear today on behalf of CCBC to discuss the volunteer blood commu- 
ni^s efforts to ensure the safety of the nation’s blood supply. 

CCBC is an association of 67 independent, not-for-profit community blood centers 
nationwide. CCBC’s members are not part of the American Red Cross network. Our 
members collect approximately 40 percent of the total volunteer blood supply in the 
US, and provide various therapeutic, tissue banking, stem cell, and laboratory serv- 
ices. All of the blood our members provide comes from unpaid, volunteer donors. 

Blood safety is of utmost importance to CCBC’s memMrs, who are licensed and 
regulated by the Food and Drug Administration (FDA). 

There are two immrtant facts that we all must remember when considering blood 
safety in the U.S.: First, blood is life-giving. Millions of lives are saved eaM year 
because blood is there when people need it. Second, the only reason that there is 
blood available for emerwncies and patient needs is that millions of Americans con- 
tinue to be willing to roll up their sleeves and give the gift of life. 

I. BLOOD SAFETY TODAY 

The volunteer blood supply is safer today than ever before. Many steps have been 
taken since the early, confusing days of the AIDS crisis more than 13 years ago. 
Blood centers have worked with government agencies and other entities to imple- 
ment intense blood donor screening, increased disease testing, improved computer 
tracking systems, and good manufacturing prai:tices. 

However, we also know that given the nature of blood and current technology, ab- 
solutely safe blood means absolutely no blood will be available. Blood is a human 
tissue, it must remain largely intact as it comes from donors, and it has a limited 
“shelf life.” As long as these facts remain true, there will be possible risks for known 
and unknown disease transmission. We simply cannot guarantee that blood will be 
totally safe. But we can continually strive through research and practice to find 
wws to improve safety further. 

The volunteer blood corrununity and the federal government have come a long way 
from the early days of the AIDS epidemic. Today there is not a crisis in the safety 
of the blood supply. But there is a lingering public concern about the safety of the 
volunteer blood system. 

Because of joint efforts by community blood centers and other professional groups, 
utilization of some blood components has fallen over the last few years. Yet volun- 
teer blood shortages occur with greater frequency. There is a direct link between 
the public’s confidence in its blood system and their willingness to donate blood. It 
is our hope that this hearing and the work of the Subcommittee will help reenforce 
that confidence. 

ICL RESPONSE MODEL FOR POTENTIAL THREATS 

AIDS was the volunteer blood community’s first experience with a deadly epide- 
miological crisis. That unavoidably tragic experience tecame a galvanizing force for 
change in blood services. Blood providers learned lessons from AIDS ana have put 
mechanisms in place to ensure that it will not happen again. These me^anisms 
were tested and proven successful in the case of the blood community’s response to 
a potential disease threat not long ago. 
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In July 1992, reports of a handful of j>eople with AIDS-like symptoms but no evi- 
dence of HIV infection came from an international AIDS meeting in Europe. The 
Centers for Disease Control (CDC) called this syndrome idiopauiic CD4-po8itive 
lym^ocytomnia, or ICL. Fearing that this could be a revisitation of the ean^ davs 
of AIDS, CCBC and the rest of the blood banking community responded rapidly by 
convening a workgroup with public health officials to assess the potential threat to 
the blooa supply and examine the possibility of a new transhision-transmitted dis- 
ease. In fact, the blood organizations planned a meeting on ICL even before CDC 
had a chance to convene its own viral disease experts. 

Fortunately, no evidence linking ICL to transfusions was found. But this experi- 
ence continues to function as a model for the private sector in responding quickly 
to potential new threats to the blood supplv. 

Blood safety also depends upon the C^C and other public health surveillancepro- 
CTams. We uige Congress to continue to provide funmng and support for the CDC, 
the National mstitutes of Health, and the FDA so that critical mechanisms such as 
the Retroviral Epidemiology in Donors Study — which is used to develop more effec- 
tive blood donor screening — remain in place. 

ROLE OF VOLUNTEER DONORS IN ENSURING SAFETY 

We also have over five million annual volunteer blood donors to thank for the 
safety of our blood supply. Each day, thousands of faithful donors subject them- 
selves to a rigorous and sometimes embarrassing screening process because they un- 
derstand their critical public health contribution. Studies nave shown that the rate 
of HIV in the volunteer blood donor population is one-one hundredth of that in the 
general U.S. population. 

Volunteer donors must not be forgotten in the race to improve testing technology, 
add more screening questions, and otherwise pursue the elusive goal of absolutmy 
safe blood. We must remember that not only are blood centers the guardians of do- 
nors’ blood, but also of their trust and support. Our nation is dependent upon the 
continued relationship between blood centers, their communities, and their donors. 
Without donors, we would not have any blood at all, and vital health-care services 
would grind to a halt. 

COMMUNITY BLOOD CENTER QUALITY CTANDARDS 

The volunteer blood community has made great strides in implementing quality 
assurance programs and standards. CCBC in particular has played a pivotal role 
in initiating quality training for blood center employees. In 1992, CCBC and Ortho 
DiagnosticSystems developed a comprehensive good manufacturing practice (GMP) 
training program. The focus of this program was to train blood center staff to imple- 
ment and comply with sweeping FDA manufacturing regulations. That same year, 
CCBC initiated a program called CITINGS, which continues to serve as an early 
warning system for compliance problems in blood establishments. The CITINGS 
program maintains a database of specific information on citations issued to blood 
est^lishments during FDA inspections. Blood centers can access this information — 
through a publication and on-line — to monitor their own quality programs and per- 
formance. 

In addition, from 1993 to 1995, CCBC has published the first volume (and sul^- 
quent update) of over 100 quality operating procedures for blood establishments; ini- 
uated a Continuous Quality Improvement (CQI) program to train blood establish- 
ments in applied quality management and problem solving techmques; laundied a 
comprehensive computer validation training program (tMether with AABB and the 
Red Cross): and launched the second phase of our GMP quality engineering pro- 
gram. 

The second phase of our GMP quality engineering program provides more exten- 
sive training in auditing, error management, and process control to quality assur- 
ance specialists in our members’ blood centers. Ortho Diagnostic Systems and FDA 
participated in the development of this program. CCBC also has made the pronam 
available to the American Association of Blood Banks (AABB). We now are working 
with Abbott Laboratories to explore whether ISO 90(X) standards can help raise and 
standardize quality systems for blood establishments. 

CCBC has identified an area for improvement in blood banking quality stuidards. 
Several studies have shown that there continue to be compliance and quali^ prob- 
lems among some unlicensed blood establishments and transfusion services. PDA al- 
ready has demonstrated strong regulatory enforcement toward licensed blood estab- 
lishments. We recommend that the agency take the same approach with unlicensed 
establishments and transfusion services to assure greater consistency in blood bank- 
ing quality. 
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Quality standards have been a top priority for CCBC and our members. Coupled 
with the extensive testing, screening and record-keeping mechanisms in place, these 
programs have helped us maintain the safest blood supply this country has ever 
known — and will continue to assure the safest blood possible in the face of any fu- 
ture threats. 


II. STTEPS TO IMPROVE BLOOD SAFETY 

Blood safety is an ongoing process. We have been fighting infectious diseases in 
the blood supply for over 26 years. We have gone from two tests for infectious dis- 
eases 10 years ago to ei{^t testa today. But we do not simply rely on blood testing. 
We also educate donors about who can and cannot donate. Then we ask donors a 
litany of questions about their medical histoiy and personal behavior. Those ques- 
tions are tough — in fact, 90 percent of the people we defer from donating are identi- 
fied during the medical history portion of their interviews. 

These donor screening procedures, combined with blood centers’ public education 
programs, now eliminate over 99 percent of carriers of HIV or hepatitis before the 
blood is even collected and tested. This number shows that all of our efforts to keep 
people with risky behavior out of the donor population are working. And we’re con- 
stantly striving to improve that process. 

CCBC believes the public and private sectors should work together to develop 
near- and long-term strategies for protecting the blood supply from transfusion- 
transmitted diseases. While there is substantial public interest in the area of red 
blood cell substitutes, it is unlikely that such substitutes will be a reality any time 
soon. Even if enough research funds were expended to develop a blood substitute, 
it is unlikely that it would be able to replace most of the 12 million red blood cell 
transfusions. Furthermore, there is little substantial research into developing a sub- 
stitute for the eight million human platelet transfusions used each year to support 
cancer and bone marrow transplant patients. 

CCBC believes that the most practical research investment is to increase the safe- 
ty of blood donated by volunteers through a multifaceted approach. This approach 
should include improved donor screening technologies, the development of strategies 
to reduce the need for transfusions, and viral inactivation of blood components. 

DONOR RETENTION 

Repeat blood donors are the safest donors; therefore, donor retention is a major 
goal for our members. Recruiting a low-risk group of volunteer donors, using screen- 
ing questions, and encouraging repeat donations have led to greater increases in 
safety than has blood testing. 

CCBC believes that further study of the effectiveness of the donor screening proc- 
ess is needed. For example, studies should be done to determine whether the screen- 
ing process should be stieamlined to focus on the most important questions. We also 
will continue to work with FDA on plans to re-enter donors who are not infectious 
but who have been knocked out of the system because of oversensitive tests or over- 
ly-broad donor behavior questions. 

The continued loss of many safe donors because of new test procedures and regu- 
latory requirements jeopardizes the safety and adequacy of the blood supply. Be- 
cause repeat donation is critical to safety and supply, CCBC recommends further 
research into methods of increasing donor retention. Currently, CCBC’s Donor Re- 
sources Committee is working to identify and make available blood center “best 
practices” to help our members improve donor retention. 

SAFETY THROUGH BLOOD TESTING 

Specific tests help increase the safety of each unit of blood by identifying those 
units with increased likelihood of viral disease transmission. CCBC helps its mem- 
bers utilize the best testing technology through our group purchasing progpnm, 
which includes a vendor qualification component. 

CCBC also has taken a leadership role in the implementation of p24 HIV antigen 
testing by arranging an implementation workshop with test kit manufacturers, FDA 
and public health officials, and members of the regulated community. The workshop 
will be held next week and is being co-sponsored by CCBC, the American Associa- 
tion of Blood Banks, the American Blood Resources Association, and the American 
Red Cross. Participants will discuss issues such as antigen test sensitivity and spec- 
ificity and a variety of outstanding operational implementation details. 
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SAFETY THROUGH APPROPRIATE BLOOD USE 

CCBC members, as stewards of the community’s blood supply, also have sou^t 
to ensure appropriate therapeutic use of blood and blood components. That is, we 
are committed to helping ensure that blood is transfused only when medically nec- 
essary. We do so by providing continuing education to health-care proviikrs on 
transfusion indicators and alternatives, and by working with hospitals to monitor 
for inappropriate use and follow up with any necessary corrective artion. 

A growing number of our members also are providing blood compatibility test- 
ing — previously done by hospital laboratories — threugh centralized transfusion serv- 
ices. This movement has strengthened blood centera ability to help decrease blood 
utilization while holding down costs. It also has allowed those blood centers to apply 
good mamufacturing pr^ices to transfusion services as well as blood collection serv- 
ices. In addition, the expertise of blood center technologists and physicians as spe- 
cialists in transfiision medicine enhances the quality of patient care. The centralized 
transfusion service experiences of community blood centers in Seattle and Pitts- 
burgh (two of our members) are increasingly being implemented in other areas of 
the country because of the clear benefits to patients and providers. 

NEW TECHNOLOGIES 

CCBC has recommended that the new Public Health Service Advisory Council on 
Blood Safety and Availability examine viral inactivation as one of its first issues. 
As part of a long-term strategy, the Advisory Council should determine how the 
PHS can best facilitate implementation of technologies already under investigation 
that reduce or inactivate viruses in cellular blood components. 

Plasma derivatives are safe today because of the application of viral inactivation 
techniques. One of our members, the New York Blooa Center, has recently devel- 
oped a solvent detergent treatment for fresh frozen plasma that currently is under 
review by FDA. Many studies indicate that similar t^hnolo^ can be applied to cel- 
lular components as well. In fact, clinical trials for virally-inactivated platelet con- 
centrates are expected to begin next year. But because many of these techniques are 
without proprietary incentive, there is little venture capital to facilitate their devel- 
opment and evaluation. 

In addition to recommending this topic to HHS Assistant Secretary for Health Dr. 
Philip Lee, CCBC has asked FDA Commissioner David Kessler to commission a 
high-level study — which would include members from all relevant public and private 
health-care organizations — to determine whether viral inactivation is practical for 
cellular blood components. We continue to hope that FDA and HHS will pursue a 
potential solution in this area. 

III. BLOOD POUCY DECISIONMAKING 
INSTITUTE OF MEDICINE (lOM) REPORT RECOMMENDATIONS 

The Institute of Medicine’s report presents valuable, although not entirely new, 
insights in to the ve^ confusing ana volatile early days of the AIDS crisis more 
than 13 years ago. Much has changed since that time. Many steps have already 
been taken, and they have riven us the safest blood supply in our country’s history. 
We agree with the lOM Committee’s statement that ^hindsight offers an oppor- 
tunity to do better the next time.” 

Some of the recommendations in the lOM’s report have been implemented pre- 
viously. CCBC is pleased to see that many of those recommendations which have 
not already been implemented are being executed by the Department of Health and 
Human Services. We look forward to working with the Department to help carry 
out those new steps. 

CCBC recently wrote to Dr. Philip Lee, the newly-designated national Blood Safe- 
W Director, to express our support for the October report of the SecretaiVs Task 
Force on Blood Safety. In particular, we are hopeful that a new Public Health Serv- 
ice Advisoiy Council on Blood Safety and Availability— which will be made up of 
representatives of a ranre of interests, including the regulated blood coinmunity — 
will help address the often complex and difficult societal, legal and ethical issues 
surrounding the safety and availability of the blood supply. 

'The Institute of Medicine report also recommended that the federal government 
consider establishing a no-fault compensation system for individuals who suffer ad- 
verse consequences from the use of blood or blood products. CCBC supports the con- 
cept of a prospective, no-fault compensation program for transfusion injuries. In 
fact, we are co-sponsoring a private pilot project which is expected to be imple- 
mented later this year. 
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STRATEGIES FOR ENSURING FUTURE SAFETY 

For the future, no single issue is more important than assuring the quality and 
credibility of decisions made to protect blood safety. For this reason, CCBC has 
urged HHS and the FDA to focus on proven, inclusive methods for consensus devel- 
opment on major controversial issues. 

In the wake of the AIDS tragedy, decisions on blood safety have become hi^y 
controversial and politicized. FDA is increasing! v caught between the patient tpvups 
most dependent on blood products, who want ‘Absolute safety,” and those in the reg- 
ulated community, who, under increasing pressure from manned health-care forces, 
attempt to assure the availability of a safe, adequate and affordable blood supply. 
This situation is only likely to intens^ as shrinking health-care resources force the 
pubUc and private sectors to make difficult risk-benefit choices. 

Within the past few months, FDA has held advisory panel meetings to develop 
recommendations for blood safety involving Creutzfeldt-dakob Disease (CJD) and 
HIV antigen testing. These meetings revealed the inadequacies of the current mech- 
anisms used by FDA to obtain consensus on controversial issues of major public pol- 
icy. 

In each case, FDA’s advisory committees reached majority votes, but yet left 
many, if not most, of those involved with a certain dissatisfaction and uncertainty 
with the outcome. For example, during the CJD meeting, a special advisory commit- 
tee vote conflicted with recent FDA Blood Products Advisory Committee votes. Addi- 
tionally, during the antigen testing meeting, the consumer advisory committee 
members generally were bned up against those in the blood community. In CCBC’s 
view, these results are inconclusive and unsatisfactory outcomes for such important 
issues. If possible, these issues should be resolved with all parties participating, 
supporting, and holding a stake in the outcome. 

CCBC RECOMMENDATIONS 

CCBC believes that FDA’s advisory committees — as they currently are being uti- 
lized — have limited effectiveness in dealing with important public policy issues 
where consensus does not alrea^ exist. Recent changes to mAe the PDA’s Blood 
Products Advisory Committee (BPAC) more “neutral” by removing blood banking ex- 
pertise only heighten the need to have a deliberative consensus development proc- 
ess. CCBC believes that by reducing the so-called “industry” influence on the Com- 
mittee, the FDA may actually have increased the likelihood of policy deadlock be- 
cause there wfll be less expertise available for decisionmaking. 'There also is an in- 
creased possibility that blood safety decisions will not be made on the basis of sound 
science and medicine. 

We therefore recommend that FDA incorporate decisionmaking mechanisms that 
are specifically designed to achieve consensus. These mechanisms could be reserved 
for ur^nt issues that involve substantial controversy. There are two potential work- 
ing models already in existence: the National Institutes of Health consensus devel- 
opment conference process and negotiated rulemaking. While neither method is per- 
fect, we believe both are superior to the current use of the BPAC. CDC imd the NTH 
should be included in this process, along with patient representatives, the regulated 
community, and neutral experts. 

CCBC also is working with the American Association of Blood Banks to seek a 
neutral, private-sector public poli^ forum that can be used for consensus develop- 
ment when needed. We are exploring the possibility of using an academic institution 
for this purpose, rather than the Institute of Medicine (which previously had spon- 
sored a Blood Forum that was not authorized to make policy recommendations or 
seek consensus). 


IV. CONCLUSION 

Decisionmaking plays a critical role in ensuring blood safety. Because we know 
we can not yet guarantee absolute blood safety, the government and the private sec- 
tor constantly must decide how to make tradeoffs of safety and supply, and risks 
and benefits. While each new decision may bring improvements in safety, someone 
still may be injured by a transfusion. 

Most of the fourteen recommendations issued recently by the Institute of Medicine 
pertain to decisionmaking in blood policy. Great strides have been made to improve 
the quality of blood regulatory decisions. However, the regulatory decisionmaking 
process is not always inclusive, nor does it always seek to achieve consensus among 
public health, blood community, and consumer groups. 

It is our hope that this Subcommittee will assist the FDA and the blood commu- 
nity in examining the decisionmaking processes in place and recommending how 
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they mi^t be improved. In doii^ so we should keep in mind our important, common 
goal — to make sure that blood is there when patients need it and that it continues 
to be as safe as possible. 

CCBC thanks the Chair and members of the Subcommittee for the opportunity 
to present our views. 

Mr. Davis. Thank you very much for your testimony. Dr. Davey. 
Dr. Davey. Thank you, Mr. Chairman, Congressman Towns, 
Congressman Davis. We appreciate also the opportunity to speak 
before this subcommittee on this important matter. 

I am Dr. Richard Davey, chief medical officer of the American 
Red Cross. Before joining the Red Cross, I was with the National 
Institutes of Health for 19 years, where I conducted research in 
transfusion medicine and cared for patients requiring transfusion 
support. I have also been a medical officer with the World Health 
Organization, where I assisted developing African countries orga- 
nizing national blood transfusion systems. 

The American Red Cross, which collects 45 percent of the Na- 
tion’s blood supply, has experienced tremendous change in the past 
few years. We have undertaken a $162 million transformation of 
our blood services program into a state-of-the-art system that can 
quickly incorporate new medical information and evolving tech- 
nology. 

We are transforming 50 largely autonomous blood regions into a 
unified system, a process that is now nearing completion. By the 
end of this year, for example, we will have consolidated our re- 
gional testing laboratories into nine advanced national testing fa- 
cilities. In January, we will begin implementation of a national 
computer system, linking all of our facilities nationwide. 

In the interests of time, I refer you to my written statement, 
which provides further information on transformation and also ad- 
dresses an issue of special importance to me, and that is the chang- 
ing role of the blood center physician in this new environment. 

The American Red Cross welcomes the appointment of Dr. Philip 
Lee to the newly created position of Blood Safety director and sup- 
ports the creation of the Blood Safety Committee and the Advisory 
Council on Blood Safety and Availability. 

In its first hearing on blood safety, this subcommittee discussed 
the issue of Hepatitis C lock -back and notification of those individ- 
uals who may have been exposed to that virus through transfused 
blood. While substantial progress has been made in reducing the 
risk of contracting Hepatitis C through transfusion. Hepatitis C 
look-back is an area that warrants a thorough review. 

To that end, the Red Cross is pleased that the Blood Safety Com- 
mittee will address that issue as a first order of business, and we 
look forward to participating in a much needed discussion of that 
multi-faceted issue. 

Now, looking to the future, as you have asked us to do, I would 
like to discuss measures to further improve blood safeW. Careful 
vigilance and cooperation are required to detect and evaluate 
emerging threats to the blood supply. 

Blood banking organizations, the scientific community, the CDC, 
the FDA, and patient advocacy groups such as the National Hemo- 
philia Foundation already work very closely together. The newly 
created Advisory Committee and the Blood Safety director will fur- 
ther enhance this cooperative effort. 
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The Red Cross is involved in a range of epidemiologic and clinical 
studies of potential threats to the blood supply. I chair the Red 
Cross Research and Development Committee, responsible for estab- 
lishing our priorities in those areas. 

Many of these studies are conducted by our nationally recognized 
Jerome Holland Laboratory for Biomedical Research. Other studies 
are collaborative efforts with academic institutions or with bio- 
technologv firms. For example. Red Cross centers in Atlanta, Balti- 
more, and Detroit collaborate with two other blood centers in a sur- 
veillance effort, funded by the National Heart, Lung, and Blood In- 
stitute, that Dr. McCurdy referred to. 

This study, called the REDS study, evaluates a range of blood 
donor characteristics that may influence donor safety, such as the 
prevalence of disease markers, donor motivation, and donor demo- 
graphics. Importantly, when NIH funding for the REDS study 
ceases in 1998, the Red Cross will continue and expand our own 
surveillance system. 

I would now like to give three specific examples of how the Red 
Cross evaluates and responds to potential threats to the blood sup- 
ply. The first is Chagas’ disease, caused by a parasite passed to hu- 
mans by the bite of infected insects. 

As you’ve heard, this disease is endemic in Latin America and 
can be transmitted by blood transfusion. Most people with Chagas’ 
disease develop no ill effects. However, a minority can develop se- 
vere heart and gastrointestinal disease many years after the expo- 
sure or the transfusion. As migration from Latin America to the 
United States increases, the blood banking community has become 
concerned about a possible threat to the Nation’s blood supply. 

To study this question, the Red Cross initiated a specialized 
screening study of donors at our Los Angeles and our Miami blood 
centers in 1993. Questions were developed and subsequently re- 
fined to identify potentially high-risk donors. These donors are then 
tested with a research blood test by Abbott Laboratoiy. 

Data from the Los Angeles study indicates that less than 15 
thousandths of 1 percent, or 0.015 percent of these donors have 
tested positive for Chagas’ disease, and these data are consistent 
with data collected from our Miami Center. Reassuringly, none of 
the recipients of blood from earlier donations from these donors has 
tested positive for Chagas’ disease. 

This study is being expanded to other Red Cross centers under 
an FDA-approved protocol, and its results will permit informed de- 
cisionmaking about the management of Chagas’ disease in the 
blood supply. 

The second example is our approach to further reduce the al- 
ready minimal risk of HIV transmission. The Red Cross joined the 
AABB in supporting the licensure and implementation of the HIV 
antigen test, and we recommended to BPAC that it be licensed for 
blood donor screening. 

We plan to participate in studies evaluating this test after its im- 
plementation. For example, we will study its “mamet effect.” That 
is the potential to draw high-risk individuals to a blood bank solely 
to be tested. This will provide additional data which we hope will 
assess the effectiveness of the test. 
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Finally, we are concerned about the infrequent but potentially 
serious problem of bacterial contamination in the blood supply. 
Data from a recent survey by Holland Laboratory scientists sug- 
gests that 1 in 2,000 to 1 in 6,000 units may contain harmful bac- 
teria. 

Although most recipients of these units suffer no ill effects, ad- 
verse reactions have been reported. No practical test is aveiilable to 
detect bacteria in units of blood. However, the Holland Laboratory 
is collaborating with a biotechnology firm to develop a test that can 
be performed on a unit of blood at the patient’s bedside imme- 
diately before a transfusion. 

These three examples represent proactive efforts by the Amer- 
ican Red Cross to anticipate, study, and act upon emerging threats 
to the blood supply. While the focus of these hearings is on these 
potential threats, I join with my colleagues that we should not lose 
sight of the millions of men, women, and children who benefit from 
transfusions every year. 

As a recipient of blood transfusions. I’m glad that voluntarily do- 
nated and properly screened blood was available for my needs. Our 
message to the American public must be clear. Blood is the gift of 
life, and when appropriately used, its benefits far outweigh its 
risks. 

The blood supply has never been safer, but, as with any medical 
procedure, 100 percent safety is not realistic. Blood can only come 
from human beings, carrying with it the unpredictability inherent 
in all biological products. We rely on healthy, dedicated, fully 
screened volunteer donors as a cornerstone of blood safety. 

As guardians of the Nation’s blood supply, the American Red 
Cross will continue in partnershij) with medical professional and 
public health authorities to maintain and improve the safety of this 
precious national resource. 

Again, we thank the subcommittee for the opportunity to speak 
today. 

[The prepared statement of Dr. Davey follows:] 

PREPAKED Sh'ATEMENT OF RiCHARD J. DaVEY, CHIEF MEDICAL OFFICER, AMERICAN 
Red Cross Biomedical Services 

Thank you very much, Mr. Chairman, for the opportunity to speak to the sub- 
committee on the important issue of emermng infections. I am Dr. Richard Davey, 
Chief Medical Officer of the American Red Cross. Before joining the Red Cross, I 
was with the National Institutes of Health for 19 years, most recently as Chief of 
Laboratory &rvices with the Department of Transfusion Medicine. In that capacity 
I conducted research in transfusion medicine and cared for patients requiring blood. 
1 have also been a medical oflioer with the World Health Organization, where I as- 
sisted developing African countries with organizing national blood transfusion sys- 
tems. I am on the clinical faculty of Georgetown University Hospital and am active 
in the American Association of Blood Banks. 

T^e American Red Cross collects approximately 45% of the nation’s blood supply. 
We have an ongoing commitment to the American people to ensure that the blood 
and blood derivatives they may require are as safe as possible. Under the leadership 
of Elizabeth Dole, the Red Cross has undertaken a $162 million transformation of 
its blood program into a state-of-the-art system that can quickly incorporate medical 
information and technology as it evolves. 'That transformation is 80% complete. Our 
objective has been to transform 50 largely autonomous blood regions into a unified 
system with an FDA-accepted quality assurance program, standardized operating 
procedures, and strong, ongoing training pro^ams. By the end of this year, we will 
have consolidated over 50 testing laboratories into nine national testing facilities 
suitable for the 21st century. In January, we will roll out a national computer sys- 
tem, linking all our facilities nationwide. We thank Secretary Shalala for her com- 
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ments earlier this month before this subcommittee, recognizing these accomplish- 
ments. 

In its first hearing on blood safety, the Subcommittee heard testimony regarding 
major advances in safety. While the focus of these hearings is on potential threats 
to the blood supply, we should not lose sight of the millions of men, women and chil- 
dren who benefit from transfusions each year. As a former recipient of blood trans- 
fusions, I am glad that voluntarily donated and properly screened blood was avail- 
able for my needs. 

This substantial progress, while ratifying, does not diminish the horror that be- 
fell the hemophilia community and other recipients of blood transfusions infected 
with HTV in the early 1980a. The knowledge we gained from those years will help 
avoid repetition of that tragedy. In that context, the American Red Cross welcomes 
the appointment of Dr. Philip Lee to the newlv created position of Blood Safety Di- 
rector. We also support the creation of The Blood Safety Committee and the Advi- 
soiy Council on Blood Safety and Availability announced by Secretary Shalala. Like- 
wise, we look forward to our continued constructive relationship wi^ the FDA, 
which is both a regulator of our operations and an important resource for medical 
and scientific information. 

Secretary Shalala and the HHS Task Force recognized the complexity of blood 
safety issues, which involve a broad range of perspectives — medical, ethical, and so- 
cietal. Hepatitis C lookback and the possibility of notifying those individuals who 
may have oeen exposed to the virus through transfused blood, represent such a com- 
plex issue. It is clear that while substantial progress has been made in reducing the 
risk of contracting hepatitis C through transfusion, this is an area that warrants 
a thorough review. To that end, the Red Cross was pleased to hear Dr. Lee testify 
before this Subcommittee that his Blood Safety Committee will take on that issue 
as a first order of business. The Red Cross looks forward to its participation in that 
much-needed discussion of this multifaceted issue. 

Blood safety depends on three interlocking factors: carefully screened volunteer 
blood donors, carenil testing of donated blood, and the ^propriate use of blood and 
blood components by physicians. Refinements in each of these three areas have led 
to the mwor improvements achieved in blood safety in the last 10 years. 

Central to ^e iMt of those factors, the appropriate use of blood, is the changing 
role of physicians in blood banking. As regional blood centers have moved to a more 
highly regulated environment, physicians are less involved with internal oversight 
of hlood collection, processing and distribution. Instead, they are now able to better 
focus, within their communities, on the development of clinical services relating to 
transfusion medicine. For example, blood center physicians play a critical role in the 
development of life-saving transplantation services, and in ensuring the proper use 
of specialized blood comixinents lor patients with unusual transfusion nee^. 

Each of the 43 Red Cross regions has a medical director. One of my first actions 
was to establish a Medical Director’s Council to assist in recruiting and retaining 
highly ^alified physicians in our regional centers. As an organization that, delivers 
biomedical services, a strong physician presence is essential U) fulfill that role. 

Now, looking to the future, as you have asked us to do, I would like to ^scuss 
measures to further improve blood safety. Careful vigilance and coloration are re- 
quired to detect and evaluate emerging threats to the blood supply. This cooperation 
already exists among blood banking organizations, the scientific community, the 
CDC, the FDA, and patient advocacy ^ups such as the National Hemophilia Foun- 
dation. The newly created Advisory Council and position of Blood Safety Director 
will further enhance this cooperative effort. 

The Red Cross is involved in a range of epidemiologic and clinical studies of 
emerging threats. I chair the Red Cross Research and Development Committee, re- 
sponsible for establishing our priorities in those areas. Many of these studies are 
conducted by our nationally recognized Jerome Holland Laboratory for Biomedical 
Research. Other studies are collaborative efforts with academic institutions or with 
biotechnology firms. For example. Red Cross centers in Atlanta, Baltimore and De- 
troit collaborate with blood centers in San Francisco and Oklahoma City in a sur- 
veillance effort funded by the National Heart, Lung and Blood Institute. This study, 
called the Retrovirus Epidemiology Donor Study, or REDS, evaluates a range of 
blood donor characteristics that may influence blood safety, such as the prevmence 
of disease markers, donor motivation and demographics. Importantly, when NTH 
funding for REDS ceases in 1998, the Red Cross will continue and expand our own 
surveillance system. 

Inyjrovements in blood safety invariably lead to the topic of eliminating from the 
blood supply viruses which cannot always be detected by screening or testing, an 
area of ongoing interest for the American Red Cross. In addition to the viral inac- 
tivation research conducted by our Holland Laboratory, last month we entered into 
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a strategic alliance with HemaSure Inc., to collaborate in the area of pathogen inac- 
tivation of blood components. The Red Cross views this partnership as yet another 
avenue for us to explore in providing the safest possible blood. 

Another partnerwip we have entered into that holds promise is one where we are 
seeking to provide fresh frozen plasma that is virally inactivated using a solvent de- 
tergent process. Such a component, not yet available anywhere in the country, 
would provide an improvement in safety for people who have clotting factor defi- 
ciencies and problems and for those with severe liver problems. 

I would now like to pve three specific examples of how ^e Red Cross evaluates 
and responds to potential threats to the blood supply. The first is Cha^ Disease, 
caused ny a parasite passed to humans by the bite of infected insects, ^e disease 
is endemic in Latin America and can be transmitted by blood transfusion. Most peo- 
ple with Chagas Disease develop no ill effects. However, a small minority can de- 
velop severe heart and gastrointestinal disease manv years later. As migration from 
Latin America to the United States increases, the blood banking community has be- 
come concerned about a possible threat to the nation’s blood supply. To study this 
question, the Red Cross initiated a specialized screening study of donors at our Los 
Angeles and Miami blood centers in 1993. Questions were developed and subse- 
quently refined to identify potentially high-risk donors. These donors are tested with 
a research test. Thirty of 196,832 donations, or 0.0015%, have tested positive for 
Chagas disease. This blood was discarded. None of the recipients of blood from ear- 
lier donations from these donors has tested positive for Chagas disease. This study 
is being expanded to other Red Cross centers under an FDA-approved protocol, and 
its results will permit informed decision-making about the management of Chagas 
Disease in the blood supply. 

The second example is our approach to further reduce the already minimal risk 
of HIV transmission. The Red Cross supported the licensure and implementation of 
the HIV antigen test. We Joined with the American Association of Blood Banks in 
recommending to the Blo<^ Products Advisory Committee that it be licensed for 
blood ^nor screening. We will participate in studies evaluating this test after its 
implementation. For example, we will study its “magnet effect,* that is the potential 
to draw high-risk individuals to a blood bank solely to be tested. This will provide 
additional data to assess the effectiveness of the test. 

Finally, we are concerned about the Infrequent but potentially serious problem of 
bacterial contamination. Data from a recent survey by Holland Laboratory scientists 
suggest that 1 in 2000 to 1 in 6000 units may contain bacteria. Although the over- 
whelming majority of recipients of these units suffer no ill effects, adverse reactions 
have been reported. No practical test is available to detect bacteria. However, our 
Holland Laboratory is collaborating with a biotechnology firm to develop a test that 
can be performed on the unit of mood at the patient’s bedside immediately before 
transfusion. I have brought with me these small cassettes which are examples of 
what these test kits may look like. 

'These three examples represent proactive efforts by the American Red Cross to 
anticipate, study ana act upon emermng threats. Our message to the American pub- 
lic must be clear. Blood is the gift of life — when appropriately used, its benefits far 
outwei{^ its risks. 'Ihe blood supply has never been safer— but, as with any medical 
procedure, 100% safety is not realistic. Blood can only come from human beings, car- 
rying with it the unpredictability inherent in all biological products. We rely on 
healthy, dedicated, fiilly screened volunteer donors os the cornerstone of blood safe- 
ty. As guardians of the nation’s blood supply, the American Red Cross will continue 
in partnership with medical professionals and public health authorities to maintain 
and improve the safety of this precious national resource. 

Thaii you. 

Mr. Davis. Thank you very much. We have a vote on right now, 
but I’m going to try to get — ^Mr. Towns had some questions, and 
then we will recess and come back for more questions. 

Mr. Towns. Yes. Thank you very much, Mr. Chairman. In testi- 
mony during the previous hearing, we heard that the restrictive 
and sometimes inflexible regulations implemented by the FDA 
have the potential to destroy this system of donation and blood 
banking as we know it. What is your response to that? 

Dr. Davey. Perhaps I can speak to that. I’m going into a relation- 
ship with the FDA under a consent decree that you may be aware 
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of that was initiated in 1993. Working under the consent decree 
has been somewhat difficult, and it has been somewhat frustrating. 

But, on balance, we feel that in the context of the transformation 
effort in the Red Cross, working with the FDA in this consent de- 
cree environment will result in a much stronger, a much leaner, a 
much better-positioned Red Cross to evaluate and deal with threats 
to the blood supply, both in the next few years and also into the 
next centuiy. So we feel our relationship has been productive and 
professional. Congressman Towns. 

Dr. Simon. I might add that we have established a coalition for 
regulatory reform at the invitation of the Director of the Center for 
Biologies Evaluation and Research, with whom we work, and the 
American Association of Blood Banks, also, with the Red Cross’s in- 
volvement, our organization and the American Blood Resources As- 
sociation are working together to present to the agency ways in 
which we think the regulation of our organizations might be made 
more efficient and more flexible and help both parties. 

Ms. Lipton. I was just going to add, also, that there are a num- 
ber of reform efforts before Congress this year, and we do support 
those. I think we’ve all been through a cultural change in the blood 
banking community, and we would encourage that same cultural 
change at the agency. 

They have been working with us to do that, and I think when 
we speak of regulation, one of the things that is very frustrating 
is, we have a system now where we rarely replace things; we just 
add things on top of it without ever looking back at the entire sys- 
tem of regulation to see where we are today, what makes sense, 
and where you can eliminate the greatest risk, instead of just add- 
ing, perhaps, a new test, a new question. 

TTiat’s something that we hope to be working on in the Associa- 
tion to present some of ideas to the FDA. We hope they will be re- 
ceptive to those. 

Mr. Towns. 'Thank you very, very much, Mr. Chairman. 

Mr. Davis. Thank you very much. Mr. Souder has made a mad 
dash to the Capitol and has voted, and we’ll hand the gavel over 
to him for continuing questions. Thank you. 

Mr. Souder. After he catches his breath. 

Mr. Davis. We’ll give him a second. Thank you. We want to keep 
the hearing going, so Mr. Souder will continue the questions. 

Mr. Souder [presiding]. Really a vote critical to the American 
Republic. It’s called a journal vote, which means somebody didn’t 
like wh^ was going on and called for a parliamentary procedure 
motion, ihey obviously sent the youngest; I ran it. [Laughter.] 

I wasn’t the only one running, trying to keep hearings going on 
Capitol Hill at the same time. 

I had some questions I wanted to follow up with on the first 
panel. I asked a question about the donors — did you get into that 
at all while I was gone — the advantage and disadvantage of paid 
volimteer donors. We earlier heard that there was some belief that 
having paid donors would expand the donor pool, and there were 
advantages to that. 

Dr. Simon, in your statement, you said that safety would be im- 
proved by keeping the donor pool smaller. You also suggested that 
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volunteer donors may be safer than paid donors. Could you elabo- 
rate on some of that discussion? 

Dr. Simon. Historically, the United States has had two parallel 
systems. I think, since the early 1950’s, the blood components — 
whole blood — ^have been provided primarily from volunteer donors, 
and this was increased further witn the national blood policy in the 
early 1970’s that supported the use of volunteer donors for whole 
blood donations. 

The FDA also then regulated that blood had to be labeled as to 
being either from volunteer or paid donors, and this led to a dra- 
matic increase in the percentage that was from volunteers. So, es- 
sentially, the blood and blood components that are provided by the 
blood centers are volunteer. 

The panel that comes after us will talk about the plasma indus- 
try that historically has used paid donors. The rationale for that, 
historically, as I understand it, is these people were expected to 
subject themselves to a longer procedure of plasmapheresis, to 
come often twice a week, and often to have stimulation procedures 
done in order to produce the plasma. 

So we’ve really had two parallel systems that have been devel- 
oped. I think each system is trying to make its quality as high as 
possible and get the lowest possible risk within its system. I think 
that they’re just different. We’re providing blood that, by and large, 
remains in the community for the patients in that community. 
The/re providing the starting material for pharmaceutical manu- 
facture. So there is a difference between the two systems. 

I don’t mean by my testimony to pass judgment on the other sys- 
tem, but just to point out that we have spent, in the community 
blood centers, many years trying to develop the volunteer donor 
system to make it as safe as possible. 

Ms. Lipton. Could I add something to that? 

Mr. SouDER. Sure. 

Ms. Lipton. One of the things that I think that has come up is, 
I think we have that other system because we in the volunteer sec- 
tor have not been able to fill that need, and so, to suddenly say we 
would need to go to an all-volunteer system for this entire program 
would not be possible. 

I also think the other issue that needs to be raised is, we talk 
about paid versus nonpaid, but the real question here is one of 
donor incentives. What you always want to make sure is, whatever 
the incentive is for the donor to come in and donate, that that in- 
centive is not somehow threatening the integrity of the donors, the 
safety of the donors. 

So we are actually, and the Association had published a draft As- 
sociation bulletin on donor incentives. We found it was very inter- 
esting, because it did generate a lot of controversy, and we are 
going to be doing further studies on what incentives are appro- 
priate and at what point you may give someone an incentive that’s 
not good to come in and donate. 

I also think, as we become an increasingly pluralistic society, 
that it’s very difficult to say, in one situation, that a paid donor is 
a less safe donor. I think it is entirely dependent upon communities 
and economic situations and how that donor is actually ap- 
proached. 
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Mr. SouDER. I apologize for some of my lack of familiarity with 
the history. My assumption has been that many volunteer donors 
will come because they’ve had an experience of either a family 
member or a friend who has had a problem, and therefore, they 
come into the stream as a donor, or they’ve heard something at 
work or somebody who is promoting a blood drive. 

They were more or less, through guilt, encouraged to go the first 
time they did it, found out it wasn’t so bad, and they continued to 
do it. Are those two major — what would be other places where peo- 
ple come in to the blood donor system in a voluntary way? 

Dr. Simon. Well, what we have tried to emphasize a lot in recent 
years is the educational part of it to get young people aware of the 
importance of volunteer donation as an act of a citizen. 

So a lot of our emphasis has been on the school programs to get 
people to start to donate when they are in high school, so that uie 
high school programs and the college programs are one of the ways 
that begin donation. And, of course, we have support from a broad 
segment of the community in trying to organize, to get people to 
blood drives to participate. 

You’re correct that often it’s difficult to get the person in to begin 
with, but if you can get them in to begin with, give them a very 
positive experience, and then, if you can get them to repeat that 
experience, which is what we’re trying to do more and more, and 
develop a repeat donor, then you have somebody who’s really — part 
of their life is donating blood, and they will be with you for a long 
period of time. And, of course, they enhance the safety. 

Dr. Davey. If I could make a comment, I would certainly agree 
with Dr. Simon. The overwhelming majority of the volunteer blood 
donors in the United States donate altruistically. They donate to 
give to others, and those are the kind of donors we like to encour- 
age. 

Again, as Dr. Simon has indicated, getting donors into the blood 
supply, either through connection with a family or a blood drive, 
is the major effort of all of our organizations, because once people 
donate blood, most of the time they feel pretty good about it, and 
they come back. 

And the repeat donors we especially like to see, because they’re 
donors who are already screened negative. They’re pedigreed do- 
nors, if you will, and we encourage repeat blood donation through- 
out a person’s lifetime. 

Mr. SouDER. My understanding is that roughly — if I have this 
statistic right — that 90-some percent of the problems in the blood 
supply come from the 4 percent who aren’t voluntary, who are first- 
time donors. So, in that it puts a lot of pressure on the screening 
the first time through, what things are you doing or can be done 
to improve the blood donor screening process, if it’s that dispropor- 
tionate to those first-time donors? 

Ms. Licton. Well, in fact, one of the things that we have looked 
at periodically is doing a different screening procedure for first- 
time donors, and when our committee is looking at this whole issue 
of sort of starting from scratch and building a donor questionnaire, 
that’s one of the issues they will be looking at, as to whether you 
should be doing something different with first-time donors. 
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But I think we also have to keep in mind that that’s as good as 
the diseases we know, and we’ve all heard today that the real 
threat, too, is for emerging diseases. So you have to be vigilant 
about keeping both types of questions. You could have the safest 

E ediCTeed donors in the world, but if something new comes into the 
lood supply, that same group could be bringing that in, too. 

So you can’t — I don’t think you can totally fix the problem. I 
think you can probably focus on the diseases we know about. You 
really can’t let down your guard with respect to the ones we don’t 
know. 

Mr. SouDER. Well, if my statistic was correct, have you heard 
anything that counters that statistic, that over 90 percent of the 
problems come from the 4 percent who are — have you heard such 
a statistic as that? 

Ms. Litton. I haven’t heard 90 percent, and I think, in blood 
banking, we tend to speak more about specific diseases, so when 
you say 90 percent of the problems, we would probably break it 
down more into, is there a higher seropositive rate in a certain dis- 
ease marker with first-time donors, and it’s my understanding that 
there is. 

Mr. SoUDER. Do you test first-time donors differently than you 
do repeat donors? 

Dr. Davey. No, we don’t. All of our donors, whether first-time or 
repeat. Congressman Souder, go through an extensive batterjr of 
questions that are actually quite difficult and somewhat intrusive. 
But all donors go through that process, and then, all are tested by 
the battery of highly sensitive tests that we now use to screen the 
blood supply. 

But I think it’s almost inherent in a first-time donor population 
that the markers will be a little bit higher. Those donors are then 
screened out, and so the repeat donors, I think almost by defini- 
tion, will have a lower frequency of disease markers. So we want 
to make sure that we screen out risky donors at any point in the 
donation process, whether it’s first time or later. But they’ll be a 
slightly higher percentage of our first-time donors. 

Mr. Souder. Do you hold the blood longer if it’s a first-time 
donor, just to test it? 

Dr. Davey. No, we don’t. Blood, whether it’s donated by a first- 
time donor or a repeat donor. Congressman Souder, is held until 
all screening tests are completed and that we’re fully satisfied that 
the blood is safe for transfusion. 

Mr. Souder. I yield for some additional questions. 

Ms. Phelps. In the interest of expediency, thank you. The ques- 
tion that was raised to the previous panel was the influence of cost 
on the development and issuance of new testing procedures. 

What would you say would be the impact of cost consideration 
on the influx of new testing procedures in your industry — proce- 
dures, new technologies that might make the blood supply safer? 

Ms. Litton. I think one thing that’s important to remember is 
that all of us sitting at the table represent not-for-profits, so when 
we talk about costs, our operations are cost recovery. That means 
that we will charge for that unit what it costs us to process it. 

So, in terms of the cost, it isn’t something that we inherently 
feel, as much as it raises the cost of blood to people who might re- 
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ceive it. So we do get concerned about that, and I think that it has 
never really been the basis for a decision. 

But we nave an increasing sense from people that cost control, 
managed care — ^you know, finite resources are an issue for hos- 
pitals and for people who are receiving blood transfusions. So you 
can’t say — I think, as was mentioned in the previous panel — -you 
can’t say it isn’t something that you worry about. I don’t think it 
has reallv been the deliberation that our groups have gone through 
when we ve looked at these issues. 

Dr. Simon. I would aCTee. We certainly have a scientific review 
that’s pretty much deta^ed from those considerations, which then 
comes to a recommendation and a way to proceed. 'Then, I think, 
after that, the cost considerations come in. 

Dr. Davey. I would agree. I think a good example, again, is the 
HIV antigen story, where the AABB and the Red Cross supported 
the licensure and implementation of antigen testing, even though 
this test will define and increase the safety of the mood supply by 
a very small degree. We feel that safety issues should come first. 

However, we are in a situation now, these days, where new tests 
which may come to the fore are going to result in increasingly 
small increments in the safety of the mood supply. So I think is- 
sues such as safety, cost, and public policy may well be very useful 
bits of information for the new Blood Advisory Council, with Dr. 
Lee as head, to consider when, perhaps, new tests appear involving 
blood safety. 

Ms. Phelps. Thank you. Two more questions. Dr. McCurdy has 
suggested that there are some screening tests that have outlived 
their value. How would each of you respond to that remark? 

Dr. Simon. Well, we did have the one consensus development 
conference that resulted in dropping the ALT test as a requirement 
for transfusion, although, due to international harmonization is- 
sues, it’s still required for our recovered plasma. It is difficult, once 
a test has been instituted, to look back and to try to review and 
determine if it no longer has utility. 

That panel only recommended dropping that one test. There has 
been a lot of interest over the years in relooking at the syphilis test 
and its value, and there has been interest in looking at the Hepa- 
titis B core antibody and its value. So I think that what we need 
is to continue to look at the value of these tests, collect data, and 
to try to reopen the consensus development mechanism for review- 
ing whether the test should be retained or can be dropped. 

Dr. Davey. I would agree, again, with the ALT test. This was a 
test that was implemented as a surrogate test for non-A, non-B 
Hepatitis several years ago. We have a better test now. We have 
a very sensitive test for Hepatitis C. So, as Dr. McCurdy, I believe, 
explained, the value of the ALT test as a surrogate marker for that 
specific infection, became less important. So this was a test that we 
could safely drop. 

But we would only, I think, consider modifying tests if the new 
tests or replacement tests that may be on the horizon provide an 
extra measure of safety that the old tests didn’t provide. 

Ms. Lepton. I really have nothing to add to both of their state- 
ments. 
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Ms. Phelps. How would you describe the benefits of the lOM rec- 
ommendations, in terms of your activity? 

Ms. Lipton. I think we were very, very pleased with the rec- 
ommendations. I think that what we all learned from tJie 1980’s is 
that it really is that coordinatii^ effort between the surveillance 
activities at Centers for Disease Control and, then, the research ef- 
forts of NIH and, then, the regulatory efforts of FDA that were 
veiy critical in knowing who played what role. 

We rely ve^ heavily on inmrmation that comes from the Centers 
for Disease Control, and we recognize that’s their responsibility, 
but we can’t make good decisions unless we have accurate informa- 
tion. 

So we’re very pleased with that, and I think we’re looking for- 
ward to participating on the Public Health Advisory Council. I 
think it’s a very good opportunity to bring in all of these issues 
that we were talking about and not confuse the issues that are be- 
fore the FDA. 

I think that we’ve stru^led with that in the past couple of years 
because, as the issues Mcome less scientific and technological, 
that’s not where the arguments and the contention are. They really 
are in the issues of what are the priorities going to be, and, in view 
of limited resources, where are we going to put our resources, in 
what t^es of things? 

Ms. MIELPS. So you believe the implementation of the lOM rec- 
ommendations will help the prioritization of your efforts and Fed- 
eral resources, as well as your own resources? 

Ms. Lipton. We do. I think we will continue — I think Dr. Simon 
mentioned we are pursuing our own parallel private initiative, 
where we would like to consider these issues in the blood banking 
community before we get to the Blood Safety Council or Public Ad- 
visory Council, so that we better understand, really, what we want 
to do. But yes, I think this will bring a good focus to all of our ac- 
tivities. 

Dr. Davey. I would only say that the American Red Cross fully 
supported and joined with the American Association of Blood 
BanKS in supporting the lOM report, and I agree fully with Ms. 
Lipton. 

Dr. Simon. I think that, from our point of view, pretty much in 
agreement with the other two speakers, the maior impact of the 
lOM report is to highlight the issues at the Federal level and to 
help us achieve coordination from the important parts like NIH, 
CDC, FDA, and then, hopefully, relating to the commimity and the 
field, as well. So I think if it accomplishes that, it will be very valu- 
able. 

We were also interested — I know it’s not a part of this commit- 
tee’s consideration — ^in the tort reform part of the report and have 
a pilot project for no-fault compensation in Arizona to go along with 
the lOM recommendation in that area. But we found them to be 
positive from that point of view. 

Ms. Phelps. Thank you. Thank you, Mr. Chairman. 

Mr. SOUDER. I want to thank Ms. Phelps for letting us proceed 
in doing that. As someone who was formerly a staff director for a 
committee, I want to praise the staff work on this committee on 
both sides who have been very involved. 
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Now, as a Member, running between different things, if you 
didn’t have the staff doing the in-depth research, working with the 
questions, we would look a lot dumber when we stand up here. So 
I’ll say that for the record, because it happens to be true. 

There’s a couple of other questions we want to make sure that 
we have in our hearing record and would appreciate responses to. 
What are the benefits and challenges of the national computer sys- 
tem that’s containing all the donor information? 

Dr. Simon. You mean a single? 

Mr. SouDER. Yes. If we had a national computer system with 
that donor information, what would be some of the pros and cons 
of such a system? 

Ms. Lipton. You mean specifically a national donor deferral reg- 
istry? Is that what you’re speaking of? 

Dr. Simon. I think the benefits, because we have a pluralistic 
system, would be that one could check for donors who had moved 
from one regional blood program to another, from one portion to 
another, and, for some reason or another, should not have their 
blood drawn. 

The negative, of course, is trying to put something this com- 
plicated together and to have it work in an efficient manner so that 
we can utilize it in an ongoing fashion. So I think we’ve not solved 
that yet to figure out how we would put together such a system. 

Dr. Davey. Or privacy questions. 

Ms. Lipton. I think there’s another question here, and I think 
it’s one from my experience. I think we should be looking at, really, 
the benefits that type of a system would bring. Is it something that 
really would increase the safety? I think that there is a very legiti- 
mate debate about that and that that’s something that ought to be 
looked at before we would all make a determination to do that. 

I think there is great concern over, logistically, how you would 
protect the sanctity of such a program. It probably could be done. 
The question is, is that the best place to put your resources in 
terms of protecting the safety of the blood supply? 

Dr. Simon. You were asking about privacy there, adding that on, 
and I think that is a serious consideration and would have to be 
taken into view. I also would agree that as a part of investigating 
it, the cost benefit would have to be looked at, because it would be 
a very small added benefit, and whether the cost would be prohibi- 
tive or not. 

Dr. Davey. The American Red Cross does — we are going to be 
implementing a national computer system, linking our centers. But 
I concur with Dr. Simon and Ms. Lipton, a national donor deferral 
system, while appealing, and I think should be pursued in terms 
of its feasibility, does raise some problems. 

Certainly the issue of donor confidentiality is major, how to keep 
the records of our deferred donors — sensitive records about test re- 
sults — ^from falling into hands that are inappropriate. 

^so, I think there are questions about the data that may go into 
this system, whether the data is uniformly of high quality, coming 
several different sources. 'These are important questions, and if we 
are to consider a national donor deferral registry, they have to be 
carefully considered. 
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Mr. SouDER. Would a reduction in plasma pool size through plas- 
ma collection bv plasmapheresis provide a greater safety for our 
Nation’s hemopniliacs and other patients dependent on treatments 
derived from pool plasma? 

Dr. Davey. We’ve talked a bit about the difference between plas- 
ma that is derived from plasmapheresis, which we will call source 
plasma, and in this country, source plasma from plasmapheresis 
tends to be from paid donors, as we’ve reviewed. Congressman 
Souder. Recovered plasma comes from units of blood that are do- 
nated in the volunteer blood supply, primarily. 

I think it has been already reviewed to some extent, pools de- 
rived from recovered plasma tend to contain plasma from more do- 
nors than lots that are derived from plasmapheresis plasma de- 
rived from the paid donor population. However, there are no sci- 
entific data that I’m aware of, no data of any kind that indicate 
that the safety of one type of derivative versus the other is any dif- 
ferent. 

These derivative pools go through very extensive solvent deter- 
gent treatments and other heat treatments to render them very, 
very safe and free from infectious diseases. All the donors, whether 
they’re from a paid source or the volunteer source, go through the 
same screening technologies. 

So I think this is an issue that requires further study. Right now, 
it appears that these two sources for our plasma derivatives are 
equal on a very safe level. 

Mr. Souder. Why have the blood bank accidents and error re- 
ports to FDA skyrocketed since 1990? 

Ms. Lipton. I think that’s because we’re looking more carefully, 
and, frankly, at the beginning, there was some confusion as to 
what constituted an error and an accident. I mean there are now 
new guidance coming out from the agency that I think will signifi- 
cantly reduce the number you see. 

I think what’s important about that is really that we continue to 
look at those internally. The most important piece of information 
is probably that the blood bank gets itself out of these, because it 
allows them to look at trends and where they think they have prob- 
lems and need to fix them. 

But I really think it’s not that things are so terrible, it’s that 
there was a misimderstanding about reporting, and I think any 
time you start looking at something, you will see a huge level until 
you say, “Oh, I understand. This is what’s causing this issue,” and 
then it paling down, and I think we’re now into that phase. 

Dr. Sbion. I would agree. Certainly, our members have put in 
much more extensive error management systems than they had in 
the past, and this has resulted in more errors being detected, 
which, in turn, I think, will help error resolution and quality im- 
provement. But it does give you a period of time in which you have 
a greater number of reports, and I think we are expecting some 
guidance from the agency in perhaps reducing the report^le er- 
rors. 

Dr. Davey. I would agree. If I can make one quick comment, I 
think the benefits of some of these reporting systems are becoming 
apparent. In the Red Cross system, we’ve seen now a 46 percent 
reduction in observations by the FDA in reviewing our centers from 
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fiscal 94 to fiscal 95. So we feel that the FDA is detecting fewer 
and fewer observations, and this may be as a result of our greater 
adherence to error and accident monitoring. 

Mr. SouDER. I had one other question for you, Dr. Davey. In your 
testimony, toward the end, you were talking about the HIV antigen 
test and its magnet effect. How would that test be different than 
other HIV tests? And also, how would you measure whether it in- 
deed had a magnet effect? Would you compare it to the percentages 
that you’re finding in current — or how would you do that? 

Dr. Davey. That’s a good question, and I think the REDS group 
that three of our centers and two other centers participate in are 
considering just how to ask that very important question. 

REDS has already generated valuable information by doing sur- 
veys of blood donors after they’ve gone through the donation proc- 
ess, inquiring, “Why did you come to donate? What were the moti- 
vations that you came to donate?” This begins to get a handle on 
whether or not they come to donate altruistically or, a very small 
minority, come to get the test done. 

Since the HIV antigen test will result in a very real, a very im- 
portant, but a very small increment in blood safety, we’re con- 
cerned and need to look at whether or not the fact that we have 
this new test, that donors may come to the blood centers to have 
this new test done that may be less safe. The best data that we 
have, from Dr. Bush and others, suggests that that will not be the 
case, but we do need to look at this more thoroughly after the test 
is implemented. 

Dr. Simon. One of the differences also, if I could just add, is that 
HIV antibody testing is available in alternative test sites, whereas 
the antigen test, as far as we know, the public health sector has 
no intention of testing for this at alternative sites. So the individ- 
ual who’s test-seeking could only get this, at least free of charge, 
at a blood center. 

Mr. SouDER. Ms. Phelps, did you have an additional question? 

Ms. Phelps. Yes, thank you. I want to follow up on the BPAC. 
All of your organizations were once members of the BPAC; is that 
correct? 

Dr. Simon. No. 

Dr. Davey. No. 

Ms. Lipton. No. 

Ms. Phelps. Any of you? 

Ms. Lipton. Our membership would have been, but our institu- 
tions are not represented on the BPAC. It is individuals who would 
also be members of our organization or who might be employees of 
the American Red Cross. 

Ms. Phelps. I see. And they are no longer on the BPAC at this 
time; is that correct? 

Ms. Lipton. It’s our understanding that, under the new rules, 
that anyone who has what is called an industry affiliation — and by 
that they mean anybody who is employed or has a ftnancial inter- 
est in a regulated entity, an entity that’s regulated by the FDA— 
will be precluded from being on the Blood Products Advisory Com- 
mittee. 
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Ms. Phelps. Right. But in the case of the new Advisory Council, 
the new Advisory Council that was established by HHS, your mem- 
bership does have a seat at that table; is that correct? 

Ms. Lipton. Well, we haven’t been specifically invited, but we 
understand that the recommendation was that that Public Health 
Advisory Council will have representatives from what has been 
called industiy representatives from consumer interests and, then, 
ethicists. But it really hasn’t been specifically defined as to how 
one gets a seat at that table or what qualifies you. 

Ms. Phelps. Right. But you do anticipate that someone from 
your industry would have a seat at the table. 

Ms. Lipton. Well, we would certainly hope so, yes. We think we 
should be at that table. 

Ms. Phelps. The question would follow then, how would you rec- 
oncile that potential conflif t of interest, being a regulated industry 
and then having a seat at the Council? Because I understand that 
was what led to the removal of some of your membership from the 
BPAC. 

Ms. Lipton. I think the difference between the Public Health Ad- 
visory Council is that the people who will participate in that will 
have interest. Consumer groups have vested interest, just as people 
from regulated entities have interest, and I think the whole point 
there is to try to get a very full discourse going on the issues that 
people need to engage in. 

I think that, also, that’s going to be an advisory coimcil, as is the 
BPAC. We are frankly very disappointed that the FDA has chosen 
not to allow us seats or our members seats at the Blood Products 
Advisory Committee. 

We think we’re a very unusual group, because, unlike a lot of 
other entities that FDA regulates, the experts are both the people 
who are involved in the collection, processing, and distribution, and 
those who are the practitioners, those who transfuse. So to elimi- 
nate these groups, I think, really eliminates a huge number of peo- 
ple who have expertise in the area. 

We’ve written to the FDA and explained that, that that is our 
concern. I think what we see right now is what’s going to happen. 

I don’t know whether they will really reevaluate their position. We 
hope they do. 

Dr. Davey. I would certainly agree. It’s very important that the 
scientists and health professionals in transfusion medicine — and 
those people who are represented by Dr. Simon, Ms. Lipton, and 
the Red Cross — that those people participate in the process that 
will be undertaken by the new Blood Advisory Committee. 

We need to have a seat at the table, we need to participate, and 
I agree with Ms. Lipton, I share the disappointment that health 
professionals in this field were asked to withdraw from BPAC be- 
cause of a perceived link with industry, and I think we lost some 
good scientific minds in that process. 

Ms. Phelps. Thank you. 

Mr. SOUDER. I thank this panel very much for coming and being 
patient through our questioning and the going back and forth. If 
panel III could now come forward and stand for the swearing in. 
If you can remain standing, we need to swear in all witnesses. 
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For the record, our third panel is Mr. Michael Foumel, Dr. Ed- 
ward Gk)mperts, Dr. Gene Tutwiler, Dr. Fred Feldman, and James 
Reilly. The onlv people who don’t get sworn in at these things are 
Congressmen, because people don’t expect us to tell the truth all 
the time. 

[Witnesses sworn.] 

Mr. SoUDER. Let ^e record show that all witnesses responded in 
the affirmative. You can go ahead and sit down. 

Mr. Foumel, would you start with your testimony? 

STATEMENT OF MICHAEL A. FOURNEL, VICE PRESIDENT, RE- 
SEARCH AND DEVELOPMENT, BAYER CORP.; EDWARD 

GOMPERTS, BAXTER HEALTHCARE CORP.; FRED FELDMAN, 

VICE PRESIDENT, TECHNICAL DEVELOPMENT, ARMOUR 

PHARMACEUTICAL CO.; GENE F. TUTWILER, ALPHA THERA- 
PEUTICS CORP.; JAMES REILLY, PRESIDENT, AMERICAN 

BLOOD RESOURCES ASSOCIATION 

Mr. Fournel. Mr. Chairman and members of the subcommittee, 
I would like to thank you on behalf of the Bayer Corp. for the op- 
portunity to address you today. We share the subcommittee’s com- 
mitment to the safety of the Nation’s blood supply. We have sub- 
mitted a detailed written statement, but, in the interests of time, 
I will summarize it here. 

My name is Michael Fournel, vice president of research and de- 
velopment for biolomcal products in the Pharmaceutical Division of 
Bayer Corp. In its Pharmaceutical Division, Bayer Corp. produces 
and markets biological products which are either derived from 
human plasma or from recombinant DNA technology, otherwise 
known as biotechnology. 

Our products treat patients with serious, often life-threatening 
conditions, such as bum and accident victims and people with can- 
cer, infections, genetic emphysema, and hemophilia. 

It is important to note that plasma products, the realm of our in- 
volvement, are distinct from whole blood and blood components, es- 
pecially because technologies applied in the processing of plasma 
products involve multiple inactivation or clearance steps that 
markedly enhance the safety of the final product relative to tiie 
starting material. Such technologies are not generally applicable to 
whole blood or other components, due to their sensitivity to harsh 
treatments. 

Bayer’s ability to deal with emerging dangers to the blood supply 
lies primarily in our scientific and technological capability. The 
robustness of our production methods and viral inactivation proc- 
esses is absolutely critical to ensuring the safety of plasma-derived 
therapeutic agents. 

While the screening of plasma has markedly reduced the risk of 
pathogen transmission, improvements in plasma processing have 
exerted additional, significant impacts on plasma product ssrfety 
and will continue to do so in the future. 

In addition, we have a role to play in efforts to safeguard the 
public health, not just as a recipient of government directives, but 
as partners in addressing the risks associated with the use of the 
products we provide. 
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The Institute of Medicine report contains several recommenda- 
tions in this regard, which we support. As provided in our written 
statement, we were particularly pleased with recommendations 6, 
7, and 8, which will enhance our ability to use our unique techno- 
logical knowledge to assist regulatory agencies in their mission to 
protect the public health. 

There are four main areas in which plasma product providers 
contribute to the safety and continued improvements in patient 
care. The first area is donor screening and plasma testing. This is 
an absolutely critical safeguard for whole blood supply and also 
plays an important role in plasma products safety. 

At Bayer, we have rapidly incorporated new donor screening and 
plasma testing procedures as they have become available. For ex- 
ai^le, HIV antigen testing will be included once it is licensed. 

The second area of contribution to product safety is when our 
plasma products are subjected to viral clearance and/or inactivation 
steps and other processing during manufacturing. Bayer is examin- 
ing new techniques that will give us greater separation and clear- 
ance of pathogens from plasma products and new procedures for 
the inactivation of pathogens. 

The third area is our ability to respond rapidly and responsively 
to new information and new threats. A good example of this was 
Bayer’s response to a previously little-known pathogen known as 
Creutzfeldt^akob disease, or CJU. 

Upon being notified by two of our suppliers that we had pur- 
chased some plasma intermediates obtmned from a donor ten- 
tatively diagnosed with CJD, Bayer immediately initiated a vol- 
untaiy withdrawal of all 20 lots of the product in which these 
intermediates could have been used. 

At this time, Bayer also initiated its current policy to undertake 
a worldwide withdrawal of any plasma-derived product found to 
contain protein donated by healthy individuals who later were dis- 
covered to suffer from CJD. Bayer took these steps, even though it 
remains unclear whether and in what way CJD could be transmit- 
ted via blood or plasma products. 

This is a prime example of why cooperation among plasma sup- 
pliers, manufacturers, researchers, and regulatory agencies is es- 
sential to ensure that decisions are made based on all available sci- 
entific information. 

Finally, I would like to address the fourth area, our research and 
development activities and new treatment modality. Products de- 
rived from human plasma will continue to fill critical needs, despite 
the promise of biotechnology since it is unlikely that products de- 
veloped through biotechnology will ever wholly replace plasma-de- 
rived therapeutic agents. 

We continue to explore alternatives to plasma products where 
available, as exemplified by recombinant Factor VIII, and our in- 
vestigation of alternatives such as transgenic animals and other 
sources for biological therapeutics. We point out, however, that no 
product source is without some risk. 

In conclusion, I would like to state that our activities in these 
four areas I outlined above exemplify our commitment, both to the 
development of methods capable of meeting future challenges and 
an ethic that places ahead of everything else the health ana safety 
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of patients who use our products. This concludes my formal com- 
ments, Mr. Chairman. 

[The prepared statement of Mr. Foumel follows:] 

Prepared Statement of Michael A. Fournel, Vice President, Research and 
Development, Bayer Corp. 

introduction 

Mr. Chairman and members of the Subcommittee, I would like to th ank you on 
behalf of Bayer Cormration for giving us this opportunity to address you today. We 
hilly appreciate the level of the Subcommittee’s commitment to the safety of the na- 
tion’s blood supply. We share this commitment, particularly as it applies to the plas- 
ma fractionation mdustn, and we strongly commend your own public policy leader- 
ship, Chairman Shays, for launching this important examination of blood and plas- 
ma product safe^ issues. 

My name is Michael Foumel, and I am Vice President of Research and Develop- 
ment for Biological Products in the Pharmaceutical Division of Bayer Corporation. 
I have conducted Research and Development efforts for Bayer in the field of plasma 

S roducts for 20 years, duriM which time I have been responsible for the preclinical 
evelopment of a number or presently marketed products derived from plasma frac- 
tionation or biotechnology sources. I assumed my present position one year ago. 

AN OVERVIEW OF BAYER 

Mr. Chairman, I would like to begin by describing my company and its role in 
this field. 

Bayer Corporation, headquartered in Pittsburgh, is an American research-based 
company with major businesses in health care, chemicals, and imaging technologies. 
Bayer is the United States subsidiary of Bayer AG, the intemational chemical and 
hemth care company based in Leverkusen, Germany. Bayer Corporation, with 
24,000 employees in the UJS. employed at more than 100 locations in over two dozen 
states, contributed almost a third of our parent company’s worldwide sales. 

Bayer’s Pharmaceutical Division is based in West Haven, Connecticut, with addi- 
tional operations in San Diego and Berkeley, California; and in Clayton, North 
Carolina. Within this division, Bayer manufactures and markets biological products 
which either are derived from human plasma or recombinant DNA technology (bio- 
technology). Our involvement in this field has a long and distinguished history. Our 
company was one of the first to pioneer plasma fractionation to support America’s 
effort in World War II, and is the only one of the original fractionators still in oper- 
ation. 

Today the biological products component of our business, although relatively small 
in corporate terms, is an important part of Bayer. Bayer's commitment to providing 
patients with the safest and most up-to-date products is equally significant. Our 
products treat a range of serious conditions and diseases, such as general and spe- 
cific immune disorders; hepatitis, tetanus, rabies exposure; genetic emphysema; and 
hemophilia. These life-saving therapies, along with those of other plasma 
fractionators, have saved millions of lives — accident and bum victims, people with 
immune deficiencies, cancer patients, people with hemophilia, and others with seri- 
ous and debillitating illness. 

A COMMENT ON THE INSTITUTE OF MEDICINE REPORT 

Mr. Chairman, Bayer has been asked by the Subcommittee to provide our views 
on the role of blood and plasma products manufacturers in dealing with potential 
emerging dangers to the blood supply, and to discuss our application of new tech- 
nologies toward improving product safety. 

Bayer Corporation is a research and manufacturing o^anization, and as such our 
ability to have an mmact on these areas lies primarily in our scientific and tedino- 
logicm capabilities. The robustness of our manufacturing methods and viral inac- 
tivation processes, in particular, are absolutely critical to ensuring the safety of 

S lasma-derived therapeutic agents. While Uie screening of plasma has markedly re- 
uced the risk of pathogen transmission, manufacturing process improvements have 
exerted an additional significant impact on plasma product safety, and will continue 
to do so in the future. 

It is important to note that plasma products (the realm of our involvement) are 
distinct frorn^ bliMd or blood products (e.g., components), especially because tech- 
nologies applied in the manufacture of plasma products involve significant, multiple 
inactivation or clearance steps that markedly enhance the safety of final products 
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relative to the starting material. Such technologies are not generally applicable to 
blood or blood products due to the lability of blood and its sensitivity to har^ treat- 
ments. 

That said, it is also important that we examine the interplay of our activities with 
those of others in our industry and the scientific community at la^, and with re^- 
lato^ and surveillance government ^ncies, including the U.S. Frod and Drug Ad- 
ministration (FDA) and Centers for Disease Control (CDC). As a responsible mem- 
ber of industry, we have a role to play in efforts to safeguard the public health, not 
just as a recipient of government oirectives, but as partners in addressing the risks 
associated with the use of the products we manufacture. This isn't a new view on 
our part, yet it must be acknowled«d that we are here today because it is critical 
to the future safety of the blood ana plasma supply that we seek additional opportu- 
nities to work cooperatively. 

A report of the Institute of Medicine (loM) issued last July contains a number of 
recommendations in this regard which we enthusiastically support. The American 
Blood Resources Association (ABRA) has provided you with a statement regarding 
this report which we endorse. 

In response to the loM report, we understand that the Department of Health and 
Human Services (HHS) intends to implement key recommendations of its Task 
Force on Blood Safety in order to elevate blood safety issues to the highest levels 
of attention within HHS. Working with both Congress and HHS, we look forward 
to making a positive and substantive contribution to the deliberations of HHS’s new 
Advisory Council on Blood Safety and Availability. While some aspects of the loM 
report are subject to questioning we agree with the spirit of those recommendations 
which encourage implementation of partial solutions to problems for which complete 
information is not yet available (Recommendation #6), along with a subsequent re- 
view of such dedsions when more information has been obtained (Recommendation 
#7) — as we will discuss later, such is the present situation with regard to 
Creutzfeldt-Jakob Disease (CJD). Recommendation #8 points to the need for clear 
directives from government agencies to regulated entities; it is in keeping with our 
stated goal of a collaborative relationship with government agencies, and our rec- 
ognition that we must have access to clear guidance when decisions have the poten- 
tial to affect the availability of products to patients who need them. 

FOUR AREAS WHERE INDUSTTRY CAN HAVE THE GREATEST IMPACT ON PRODUCT SAFETY 

We believe there are four important areas in which plasma-product manufactur- 
ers can, and do, contribute to safety and continued improvements in patient care; 

1) Screening of plasma donors and testing of plasma prior to manufacturing; 

2) Continuing improvements in manufacturing processes and viral inactiva- 
tion technologies; 

3) Swift and responsible action in the event a potential pathogen is discov- 
ered; and 

4) Research and development into new treatment modalities. 

Each of these areas is important. Comprehensive donor screening, for example, is 
an absolutely critical safeguard for the whole blood supply, and also plays an impor- 
tant role — including from the standpoint of public perception — in plasma product 
safety. Swift and responsible action in the face of new threats is something this Sub- 
committee has been especially concerned about, and I will later give you an example 
of how we at Bayer are focusing on this as a main tenet of our commitment to safe- 
ty. And, the future will indeed be shaped by all of the scientific expertise we can 
bring to bear on the research and development of new technologies and new prod- 
ucts. 

I want to emphasize, however, that in regard to plasma-derived therapeutics (as 
distinguished from whole blood donations), a major contribution to product safety 
is m^e when plasma is subjected to viral clearance and/or inactivation processes 
during manufacturing. This is an imixirtant element that distinguishes some of the 
safety issues related to plasma products from those related to whole blood, which 
cannot be subjected to viral inactivation processes such as heat treatment without 
destroying it. 

1) Donor Screening and Plasma Testing 

The first, critical steps in Bayer’s effort to ensure the safety of plasma-derived 
products occur before the use of an plasma donation. 

FVospective donors undergo a stringent screening process that includes identifica- 
tion and residency checks as well as mandatory medical history, physical exam, and 
blood testing. Our procedures meet in all cases the screening guidelines established 
by the FDA to protect the plasma supply. 
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Donor screeninyK be^s the moment a prospective donor walks into one of our 
plasma centers. To h^p ensure that all prospective donors are fully informed and 
respond accurately to screening cpiestions, they are provided educational informa- 
tion they must read. An interactive videotape Baymr developed tests their under- 
standing of donation restrictions and the process of plasma donation. During a con- 
fidential interview, the center’s medical supervisor takes a detailed medical nistoiy 
and conducts a physical examination, with particular emphasis on identifying any 
factors that place the donor at a greater risk than the general population for con- 
tracting and carrying HIV or other infectious a^nts. Repeat donors are re-screened 
for many of these criteria at each donation. Fmally, the donor is given the cmpor- 
tunity to inform the center on a confidential basis that his or her plasma should 
not he used. 

During a process called plasmapheresis, plasma is obtained while other blood 
component:.' (e.g., red blood cells) are infused back into the donor. Bayer primarily 
procures plasma through plasmapheresis from our own plasma centers and from 

f ilasma centers operating under contract to us, all of which are licensed and regu- 
arly inspected by the FDA. All of our owned and contract centers participate in our 
Automated Plasma Collection Pro^am. Automated plasmapheresis accomplidies 
several goals at once: it increases the safety of the procedure by eliminating many 
steps in the process and the mssibilify of errors in documentation; it also saves time 
ana is more convenient for ^nors. Hasmapheresis is the foundation for obtaining 
the large volumes of plasma necessary to meet the great demand for plasma deriva- 
tives. 

A sample from eve^ plasma donation is immediately fowarded to Bayer’s plasma 
testing laboratory in San Diego, California, whidi is licensed under the Clinical Lab- 
oratories Improvement Act (CLIA) as well as by the FDA. The rest of each plasma 
donation is quick-frozen and stored at the plasma collection center until sample test 
results are received. 

In the lab, every plasma sample is tested for HIV-1 and HIV-2 antibodies, hepa- 
titis B (Hepatitis B Virus Surface Ant^n, HBsAg) and hepatitis C (anti-HCV), liver 
disease (Alanine aminotransferase, ACT), and atypical antibodies (non ABO). Once 
licensed, HIV-1 antigen testing will be included in this panel. 

If any of these test results or physical exam findings are positive, the potential 
donor’s plasma is destroyed and the donor is permanently deferred from donating 
again. Similarly, if any test results are positive, the prospective donor’s name is 
added to the National Donor Deferral Registry, a computerized database established 
by industry, which plasma centers can instantly access using an 800 number. 

Plasma ^nor screening procedures are constantly u^ated and refined. As 
threats to the blood supply have materialized in recent years, we have rapi^y incor- 
porated new donor screening and plasma testing procedures to address these chal- 
lenges. Recently, for example, we were confronted with a previouslv little-known dis- 
order called Creutzfeldt-Jakob Disease (CJD) and its theoretical association with 
blood and plasma products. We immediately added questions about UD to the 
donor education and medical history components of the screening process at all of 
our owned and contract plasma centers, m fact, the industry has added numerous 
new donor tests and screening requirements over the past decades. 

Our responsiveness in this area will continue to play a central role in maintaining 
hi^ quality plasma supplies. 

2) Manufacturing Processes and Viral Inactivation Technologies 
Within Bayer Corporation, biological product processing and manufacturing are 
located in two major research and manufacturing facilities, both of whi^ are in the 
middle of significant expansions of their manufacturing capacity to address what is 
currently a desperate need for life-saving products Diat far outstrips Ae supply. 
Bayer (^rporation is investing several hundred million dollars at each of these 
multi-purpose facilities to nearly double manufacturing capeu;ity and support lead- 
ing-ed^ research and development activities. 

I should point out that althou^ I will be referring to “manufacturing* in terms 
of therapies derived from plasma, the therapeutic agents are actually made in the 
bodies of plasma donors. We process the plasma to provide those therapeutic agents 
in a useful form. 

The ^ivities at Bayer’s facility in Clayton, North Carolina are focused on plasma 
processing and manufacture. Scientists there are examining new techniques that 
will give us greater separation and clearance of pathogens from plasma products — 
for example, improvements in centrifugation and chromatographic partitioning tech- 
niques. In addition, new procedures are being explored for inactivation of pathogens, 
inclu^ng chemical (e.g., solvent detergent) and thermal (e.g., dry heat and wet neat) 
inactivation processes. We are also putting redundant processing steps in place to 
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ensure product safety in the event of an inadvertent malfunction at any step in 
manufarturing. 

One of the higgest shifts in our activities is the result of what we have learned 
in the last 20 years about the potential of previously unknown pathogens to threat- 
en plasma supplies. In the past, we developed viral inactivation techmques targeted 
to specific pathogens (e.g., hepatitis B and hepatitis C). Now, we are working to de- 
velop techniques capable of targeting all known classes of pathogens — for example, 
lipid-enveloped versus non-envelopea viruses (e.g., parvo-virus). In this way we hope 
to anticipate currently unknown pathogens, and, should they appear, we will be bet- 
ter prepared to deal with them with methods already in place. 

Bayer’s facility in Berkeley, California is the worldwide headquarters of our bio- 
technology research and manufacturing activities. Biotechnology, to the extent that 
we can develop therapeutic agents to replace plasma-derived products, holds ex- 
traordinary promise for decreasing the risk of pathogen transmission. One example 
of this is our recombinant, genetically engineered clotting factor (Kogenate®). 

3) Swift and Responsible Action 

As long as we must rely on products derived from human plasma, there will al- 
ways be a small chance that some pathogen may be presented in plasma used to 
produce therapeutic agents. In this context, our ability to respond rapidly and re- 
sponsibly to new information and new threats is paramount. We must be positioned 
to make real-time decisions based on adequatelv disseminated facts and the unique 
circumstances of each situation — even if, as will often be the case, our information 
is incomplete. I believe we are positioned to respond in this way, both as a company 
and as an industry. 

As an example of Bayer’s approach, I would like to review Bayer’s ^licy and ac- 
tions relative to the emergence last year of Creutzfeld-Jakob Disease ((^D). 

In November 1994, Bayer was notified by the American Red Cross (ARC) that one 
of its donors had been tentatively diagnosed with CJD, and we determined that 
some lots of a Bayer product — Prolastin®, a replacement therapy for a rare disorder 
called alpha- 1 antitrypsin deficiency, or genetic emphysema — had been manufac- 
tured usmg plasma intermediates containing a plasma-derived protein donated by 
this individual. (In order to produce an adequate supply of Prolastin, Bayer must 
additionally obtain intermemate material — that is, by-products of other plasma 
products — ^from outside suppliers like ARC and other plasma manufacturers.) 

Based on this information, Bayer initiated a voluntary withdrawal of 20 lots of 
Prolastin that had been produced from ARC plasma intermediaries. Over a period 
of just three days, Bayer did the following notified key groups, including the four 
largest home health care companies and the Alpha-1 National Association (a patient 
advocacy organization) that there was a potential problem; issued withdrawal no- 
tices via overnight delivery (and, as a back-up measure, by facsimile) to approxi- 
mately 800 customers who, accoi^ng to company records, had received these lots; 
and simultaneously issued a public statement. 

On Noveml^r 21, 1994, Bayer was notified that a second ARC donor had been 
diagnosed with CJD, and that additional plasma-derived intermediates purchased 
by Bayer to manufacture Prolastin were affected. Bayer immediately issued another 
voluntary withdrawal — this time, of three lots of Prolastin produced from these 
intermediates. The next morning, Bayer’s Recall Coordinator undertook a volunt^ 
telephone campaign to everyone who had called the comoany with questions during 
the first withdrawal to notify them that three additional lots of Prolastin were being 
withdrawn. Bayer then notified all customers in writing, whether or not they had 
received the lots in question, to clarify facts relative to both voluntary withdrawals. 
During this period, Bayer fielded approximately 960 telephone calls, provided ap- 
proximately 400 information packets to clinicians, and sent another 200 faxes. 

At this time, Bayer adopted a clear policy with respect to any plasma-derived 

f iroduct that is found to contain protein donated by healthy individuals who are 
ster discovered to suffer from CJD. In the event of such an occurrence, Biwer will 
initiate an immediate worldwide withdrawal of all lots of any product manufactured 
from such material. 

Bayer took these steps in the absence of a solid scientific rationale for doing so— 
the jury is still out on whether and in what way CJD may be transmitted via blood, 
blood components, or plasma derivatives. And frankly, we have concerns about the 
effects of our current poli^ on the availability of life-saving products that are al- 
ready in short supply. This is a prime example of why information sharing and a 
quick-response, coordinated approach among plasma suppliers, manufacturers, re- 
searchers and regulatory agencies is essential to ensure that good, responsible deci- 
sions are made based on all the avsulable scientific information. Bayer Corporation’s 
efforts in this case, however, exemplify the degree to which our industiys ability 
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to take swift and responsible action is one of the most critical ways we have of en- 
suring the safety of plasma-derived products. 

4) Research and Development 

We believe products derived from human plasma do and will continue to fill criti- 
cal medical needs well into the foreseeable future, despite the promise and potential 
of biotechnolo^. The perspe^ive gained from our experience with plasma products 
suggests that biotechnology is not risk-free (for example, cell culture can be permis- 
sive for some pathc^ns), and we are currently applying lessons learned from our 
plasma business to incorporate viral inactivation and clearance technologies into our 
niotechnology manufacturing: processes, as well. Furthermore, it is unlikelv that 
products developed throu^ oiotechnology will ever wholly replace plasma-<ferived 
therapeutic a^nts. The emca<w of some products, sudi as gamma globulin, depend 
on the diversity of antibodies that can be obtained only from a large donor pool. Ite- 
combinant factor Vin is viable as a biotechnology product because it is made and 
used in relatively small quantities; it is a much more formidable challenge to make 
proteins administered in high doses, like albumin, via biotechnology in a commer- 
cially feasible manner. Bayer Corporation believes that establishing the best pos- 
sible safety profile for our products is our primary research objective. 

As previously discussed, the histoiy of tne industry’s efforts with regard to safety 
of products can be viewed as a continuum. Awareness of the potential of ooawlation 
fac^r concentrates to transmit hepatitis led in the 1970’s to the initiation of efforts 
which bore fruit in the 1980’s with regard to inactivation of these specific viruses 
(HBV, HCV) — that is to Sf^, specific virus targets were identified and specific meth- 
odologies studied. These efforts were not without problems, however, since there ex- 
isted very real risks of significant product loss (m an era of acute prochets short- 
ages, one that continues tMay) and neoantigenicity (for which demonstrated clinical 
experience exists), and there was insuflldent knowledge to permit definitive conclu- 
sions. 

The tragic occurrence of HIV infection in the blood supply ushered in a transi- 
tional penod in this continuum — virus-specific methodologies were certainly applied 
but there was now an awareness that a previously unknown pathogen could sud- 
denly appear in blood. This perspective led to a new concept in which classes of 
pathogens would now be studied and methods developed to inactivate or remove 
them (e.g., the solvent-detergent procedure for the inactivation of lipid-enveloped vi- 
ruses such as HCV and HIV). Validation of production processes for clearance of vi- 
ruses serving as markers for a class has also been undertaken such that strict com- 
pliance with "good manufacturing processes” (GMP) provides assurance that viruses 
are removed from products. 

Today we consider blood and plasma as a safe resource but one into which un- 
known pathogens could appear without warning. Accordingly our strategy is to in- 
clude steps in the collection and especially the manufacture of plasma products 
which are known to inactivate or remove entire classes of pathogens; to include mul- 
tiple, even redundant, steps to ensure safety even if subtle differences between 
pathogens of similar class occur; and to investigate novel methodologies which aug- 
ment current approaches. One example of the latter is the use of virucidal agents 
which have come from anti-viral drug research, which were too toxic for use in hu- 
mans but which might be effective in a manufacturing process since they can be re- 
moved by downstream processing, thereby exerting the anti-viral effects without 
ever being present in the final products. We Eue examining other physical ap- 
proaches as well (e.g., irradiation) and remain optimistic that new separation meth- 
odologies (especially chromatographic) will further advance our abilities to eliminate 
pathogens from plasma products. 

Non-viral pathogens deserve special mention in this context. Often, blood borne 
pathogens are not a risk for plasma products since they either compartmentalize 
into cells (e.g., HTLV— 1, malaria) or are extremely labile parasitic organisms which 
cannot survive even the initial stages of plasma products manufacture 
(e.g.,trypano8ome8). However, concerns about the potential infection of blo^ and 
blood products by the agent responsible for CJD have recently teen heightened, as 
discussed above. As several witnesses have already indicated there is currently no 
confirmed evidence for transmission from transfusions, but we as a company and 
an industiy have initiated efforts to develop the necessaiy scientific evidence to 
allow for appropriate risk assessments. Several teclmical hurdles need to be over- 
come before this is possible — for example, the present lack of rapid, sensitive and 

S enerally accepted magnostic screening and testing procedures; the absence of un- 
erstanding or the infectious etiolo^; an unambiguous definition of the infectious 
agent; and the like. Our concerted efforts will hopefully permit tetter definition and 
answers to these technical challenges, thereby enabling a rigorous and scientifically 
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valid analysig of the riak to recipients of blood or plasma products associated with 
donations from individuals infected with CJD or other, currently unidentified agents 
responsible for transmissible spongiform encephalopathies. 

We continue to explore alternatives to plasma products where available, as exem- 
plified b^ recombinant FVHI; Bayer invested $300 milUon and over 10 years to 
make this product a reality. In addition to biotechnology, Bayer is ex amining alter- 
native sources such as transgenic animals and non-human sources for biological 
therapeutics, but point out that no product source is without some risks. The dmn- 
ic sujmly shortages which exist for nearly all of our plasma products, combined with 
the often life-thicatening nature of the diseases they treat, argues compellingly for 
the continuation, even the eiqiansion of efforts to produce safe plasma producte. Our 
research and development efforts will continue to place safety from pathogen trans- 
mission as our primary objective so that this essential resource can be utilized by 
the medical community witn a minimum orconcem with regard to safety. 

CONCUJSION 

Our activities in the four areas I outlined above exemplify our commitment to 
both a scientific method capable of meeting future challenges, and an ethic that 
places ahead of everything else the health and safety of the patients who use our 
products. 

Bayer Corporation will continue to disseminate the results of these efforts within 
both the memcal and scientific community and in appropriate regulatory forums. In 
the past, we have discussed our products and processes and all of our plans with 
the FDA, and will continue to do so. We will continue to jointly develop testing, clin- 
ical trials and research is such a way as to encourage the continuation of that rela- 
tionship. We look forward to participating in deliberations of the new Blood Safety 
Advisory Council to examine the broad public health and societal implications of 
blood safety issues. 

This concludes our formal comments, Mr. Chairman. Thank you very much for 
your time and attention. I would now be happy to answer any questions you and 
other members of the Subcommittee may have. 

Mr. SOUDER. Thank you very much for your testimony. Dr. 
Gomperts. 

Dr. Gomperts. Mr. Chairman, members of the subcommittee, my 
name is Edward Gomperts. I’m a practicing physician with exper- 
tise in hematology and have special experience in the management 
of individuals witn hemophilia and also HIV disease. 

I’m also medical director and vice president of medical affairs 
and clinical development of the Baxter Healthcare Hyland Division, 
and as such, I have the responsibility for monitoring the safety and 
efficacy of our currently licensed products, as well as those thera- 
peutic agents currently under clinical trial. 

The Baxter Healthcare Hyland Division processes and markets 
various therapeutic biologic proteins. These are not pills or tablets; 
they are treatments derived from living sources. These include 
plasma-derived and recombinant source clotting factor concentrates 
for treatment of various forms of hemophilia, intravenous 
immunoglobulins for the treatment of various forms of immune de- 
ficiency and immune disorders, and also albumin, which is used to 
manage individuals with shock. 

We have special capabilities in the purification of these delicate 
biological molecules, which are obtained from either human plasma 
or from cultures of genetically engineered cell lines. 

We have played a leadership role in this therapeutic arena for 
many years. Hyland developed and marketed the first hemophilic 
clotting factor concentrate in 1967, the first licensed viral inac- 
tivated clotting factor concentrate early in 1983, was the first to 
use and market a second generation viral inactivation procedure 
for Factor VIII concentrate in 1987, and the first to market a ge- 
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netically engineered recombinant clotting Factor VIII concentrate 
in 1992. 

We see Baxter continuing to play a leadership role as we look to 
the future and focus on extending the capabilities of our viral inac- 
tivation procedures to target the full spectrum of transmissible in- 
fectious agents. This is not a trivial undertaking, nor are we naive 
as we face the hurdles and challenges ahead, but Baxter is commit- 
ted to this goal. 

Simply put, what is good for the patient is good for Baxter. We’re 
driven toward what might prove unattainable, that is, completely 
safe plasma-based therapeutic proteins. It is my opinion that we 
have already traveled a great distance toward that goal. 

On looking at where we stand today, it is clear that there are a 
number of avenues for approaching viral inactivation and exclu- 
sion, and we believe that our plasma-based products are safer 
today than they ever have been. We have come a long way. Fur- 
ther, our recombinant Factor VIII manufacturing production proc- 
ess has opened a whole new avenue to explore as we move ahead 
toward our ideal therapeutic. 

On considering the potential technologies that might be applied 
to our target, it is important to sound a cautionary note. We cannot 
allow ourselves to be totally and completely focused on the target 
because the therapeutics we process are not inert. They are com- 
plex molecules, and our patients dare not be harmed be a mindless, 
technologic-driven war on viruses. 

Sure, we’ll zap the bugs, but at what cost? What are the risks 
to the patient? Such an approach has indeed recently resulted in 
a mini-epidemic of a much feared adverse reaction in people with 
hemophilia in Europe. 

Two European fractionators were recently instructed to withdraw 
their double viral-inactivated products from the European market 
because of a spate of unexpected inhibitor antibodies generated by 
a molecularly altered protein induced by aggressive physical and 
chemical techniques. 'The net result of this in these hemophilic pa- 
tients was that bleeding could not be controlled. 

At this juncture of my presentation, I and my colleagues at Bax- 
ter wish to acknowledge the pivotal role being played by this sub- 
committee. It is highly appropriate that government focus on the 
key issue of safety of the blood supply. It is also appropriate to air 
and debate the issues and impediments that impact the assurance 
of blood and blood product availability and supply. 

As we at Baxter examine where we are today and where we need 
to be in 3 to 5 years, we believe that the fastest and most produc- 
tive, intelligent approach to this issue is to marshal the resources 
and knowledge across our industry, by our governmental agencies 
and the outstanding capabilities of academicians across our coun- 
try, as well as in the world. 

^ the only United States-based fractionator and as a major sup- 
plier of our Merapeutics and technologies to Europe, Japan, as well 
as the rest of world, Hyland is able to perceive the potential of har- 
vesting this diffuse knowledge base, as well as resources. 

It is logical and virtually a no-brainer to recognize the potential 
and likely beneficial outcomes of a consortium or industry, academ- 
ics, the CDC, the FDA, and other regulatory agencies across the 
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world. We firmly believe that such a collaborative interaction will 
bring us rapidly toward our goal. 

There are, of course, impediments that Congress must recognize. 
One are the antitrust laws. An imaginative and creative approach 
can deal with this issue without harming the overall intent of these 
important antitrust laws. Second, academia, including the NIH, 
should have adequate biomedical research binding to meet these 
challenges. 

Finally, one other approach will also assist us in our task, spe- 
cifically the harmonization of regulatory requirements across the 
major geographies, with the overall objective of protecting the pub- 
lic welfare. And, of course, in the final analysis, this is why we’re 
all there today. Thank you. 

[The prepared statement of Dr. Gomperts follows:] 

Prepared Statement of Edward Gomperts, Baxter Healthcare Corp. 

Mr. Chairman, Coogresaman Towns, and distinguished members of the Sub- 
committee, good morning. Baxter Healthcare Corporation is pleased to have been in- 
vited to a]^ar before the Subcommittee today. 

Baxter Healthcare Coraoration is the principal domestic subsidiary of Baxter 
International Inc. Through its subsidiaries, Baxter is the leading manufacturer and 
marketer of health care products and services in nearly 100 countries worldwide. 
The company concentrates research-and-development programs in biotechnology, 
cardiovascular medicine, renal ther^y and related medical fields. 

The Baxter Healthcare Hyland Division processes and markets various thera- 
peutic biologic proteins, these include plasma -derived and recombinant sourced clot- 
ting factor concentrates for the treatment of various forms of hemophilia, intra- 
venous immunoglobulin for the treatment of various forms of immune deficiencies 
and abnormalities, and albumin. Hyland hag special capabilities in the purification 
of delicate biologic molecules which are obtained from either human blood plasma 
or from cultures of genetically engineered cell lines. We have played a leadership 
role in this therapeutic arena for many years. Hyland developed amd marketed the 
first hemophilia clotting factor concentrate in 1967, and the mat licensed viral inac- 
tivated clotting factor concentrate early in 1983; was the first to apply and market 
a second generation viral inactivation procedure for these products in 1987; and the 
first to market a genetically engineered recombinant (dotting Factor VIII con- 
centrate in 1992. 

We are here today to address future directions in the safety of therapeutic pro- 
teins. Therapeutic proteins, such as albumin, coagulation factors, and gamma glob- 
ulin, are derived primarily from human plasma. However, as we wul discuss in 
greater detail in a few momenta, some of these proteins also have been derived 
using genetic engineering. 

Over the past years and decades, many patients have benefited greatly from 
therapeutic proteins. Diseases which once init short many lives now can be con- 
trolled, or redu(»d in severity, using therapeutic proteins. 

The tremendous benefits of therapeutic proteins have resulted from research and 
development conducted by Baxter’s Hyland Division as well as several of its com- 
petitors. This research and development has stemmed from the healthy workings of 
a competitive marketplace, as well as a genuine and deep concern for the well-being 
of patients. It has ocxurrecl without (^impulsion of the government, and will continue 
even without government urging. 

In the recent past, there have been some stunning technolomcal advances in the 
processii^ of therapeutic proteins, and Baxter has been at the forefront of those ad- 
vances. Tnese technological strides have brought with them significant gains in the 
safety of therapeutic proteins. 

For example, Baxter has developed coagulation therapies — ^used to treat hemo- 
philia — that are processed using genetic engineering. Baxter's Hemofil M® is proc- 
essed using monoclonal antibodies that are “grown” using genetically -altered mouse 
cells. These cells are grown from a known cell that our scientists have been able 
to characterize all the way down to its DNA base, and which Baxter can replicate 
infinitely. Even more amazing is Baxter’s Recombinate®, which contains anti^emo- 
philia clotting factor produced by hamster mammalian cells that our scientists have 
reprogrammed using human DNA. 



167 


In addition to genetic engineering, Baxter employs various forms of heat treat- 
ment, nitration, and solvent-detergent processes to remove or inactivate viruses and 
other pathojrons that may appear in plasma from which therapeutic proteins are 
processed. The precise methods used vary depending upon which protoin is being 
processed. 

The processing methods used by Baxter to fractionate its therapeutic agents are 
capable of removing or inactivating a wide range of viruses and other pathogens. 
The solvent-determnt process, for example, inartivates HIV. Hepatitis C, bactorial 
contaminants, and other pathomns. But we continue, as will continue, to research 
and develop even better metho<u to remove or inactivate viruses. It is good business, 
and it is the ri^t thing to do. 

Baxter’s goal is to develop completely safe plasma-based therapies by eliminating 
all infectious agents — and therefore all transmission of pathogens — from these 
therapies. We realize that we probably never can achieve this goal, but it gives us 
a good conceptual taimt at which to aim. We can move towa^ this goal through 
continued research and development of pathogen removal and inactivation methods. 
Indeed Baxter continues to research, evaluate, and develop chemical and physical 
methods of inactivating or removing viruses and other pathogens. We also continue 
to seek new applications of recombinant DNA technology, which may in some in- 
stances substitute for plasma fractionation. 

As we strive for maximum levels of safety, we must remain cognizant of the deli- 
cate balance we face: Efforts to enhance safety may themselves impose risks, and 
at some point those risks may exceed the benefits of safety measures. These risks 
take two principal forma. First is the risk that new safety technologies may change 
therapeutic proteins so as to render them ineffective or harmful. S^nd is the risk 
that efforts to increase the safety of therapeutic proteins may reduce their supply, 
forcing patients to do without ne^ed ther^y. 

The first type of potential risk from efforts to increase safety — that of reduced 
safety or efiicacy — is most easily illustrated in the case of viruses. The “skeleton” 
of a virus — called its “capsid” — is made of protein. But the very therapies that pa- 
tients need are also made of protein. So if we wiped out all proteins, we would get 
rid of viruses— but the medianal value of the therapy would be destroyed as well. 
For this reason, efforts to remove or inactivate viruses require great care. In shoot- 
ing at viruse^ we do not want to hit the beneficial proteins as well, possibly render- 
ing them ineffective or even harmful. 

A particularly vexing question is how we respond to currently-unknown patho- 
gens, which could emerge at any time. Because they are now unknown, we of course 
cannot predict with any certainty what form new pathogens might take, or how be- 
nign or harmful they might be. Nor can we determine, in advance, which method 
or methods might be used to defeat them, or what the risks and benefits of various 
measures to combat them might be. Until a risk is known, there simply is no good 
way to tell whether a given approach to that risk will or will not increase safety. 
The best response to currently-unknown risks well may be continued development 
of improved technologies, so that we are prepared to respond in relatively short 
order once we become aware of new pathogens. 

The second type of potential risk presented by efforts to enhance safety is that 
such efforts sometimes may curtail the supply of therapeutic proteins. At some 
point, efforts to improve theoretical safety may threaten the availability of needed 
therapies, and actually harm the very patients who the safety measures were de- 
signed to protect. Therapies made from human sources such as plasma cany with 
them certain inherent risks. These risks, however, must be wei{^ed against the tre- 
mendous savings of life and quality of life that plasma-based therapies make pos- 
sible. Because a theraoy that is not available cannot save lives, restrictions on avail- 
ability — such as recalls or protracted licensure proceedings — must be based on 
sound scientific grounds. 

Mr. Chairman, efforts to further enhance the safety of theramutic proteins diould 
continue to move forward on multiple fronts. In addition to Baxter. Baxter’s com- 
petitors no doubt will push forward on their own to develop advanced safety mecha- 
nisms. Moreover, we undoubtedly will continue to see new ideas proposed and per- 
haps developed by individual inventors and scientists, as well as otners who may 
wish to sell new technologies to the plasma processing companies. But we must ask 
whether there is some way for industry, together with academia and regulatory 
agencies throughout the world, to cooperate in advancing the safety of plasma-based 
therapeutics. 

Because Baxter and the other plasma-processing companies are competitors, there 
obviously have been severe limits on our sharing of technology. Some of the ideas 
that no doubt are on various companies’ drawing boards are trade secrets — their 
property — and rightfully so. In addition, the government has tended to frown upon 
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meetings in which representatives from all or most companies in an industry get 
toother in a room and plan the industry’s future in whole or in part. Even the per- 
ceived threat of antitrust action by government or private parties can deter coopera- 
tion within an industry. 

But we do have the opportunity to fo^e ahead and create a new partnership be- 
tween the public and private sectors. The plasma processing companies, sum as 
Baxter, have knowledge, experience, researm, and resources. The government has 
the ability to clear away antitrust barriers to collaborative research eflbrts by indus- 
try, and to seek international harmonization of reflations. It also has the capabil- 
ity of sharing, in real-time, information on emerftg trends in diseases worldwide. 
Academia — both in the United States and throuf out the world — ^has scores of sci- 
entists who possess, collectively, a vast storehouse of knowledge on virology, hema- 
tology, epidemiology, and other disciplines of relevance to therapeutic protein safety. 
If there were some way to pool these resources, peiiiaps all would benefit. 

Mr. Chairman, we would like to tell you about actions that Baxter is taking now, 
in a forward-looking effort to further improve patient safety. Baxter continues to 
look forward, beyond therapeutic proteins. We would like, at some future point, to 
tell you that we nave found cures for diseases such as hemophilia. It is far too early, 
however, for us to say that we have the cure in hand. But we are working on it 
now. 

For example, Baxter’s Gene Therapy Division has projects underway to move be- 
yond clotting factor concentrates. Baxter is stud3ring the possibility of an 
implantable device containing ceUs designed to produce clotting factors. If success- 
ful, such a device conceivably could eliminate the need for clotting factor injections 
for months at a time. 

Lest we create false hope, we must make clear that potential full or partial cures 
are a long way off. But our efforts to develop technolomes beyond therapeutic pro- 
teins are yet one more way in which Baxter seeks to enhance the safety and efficacy 
of treatment therapies available for patients. One day, perhaps, we m^ find a 
way — using genetic engineering — to cure diseases such as henwphUia. When that 
bright day arrives, we will have achieved the ultimate in safety. 

Mr. Chairman, we should conclude with a few words about the role of ^vemment 
in the safety and availability of plasma-based therapeutic proteins. We in industry 
continue — without government compulsion — ^to evolve advanced safety technologies. 
Government collaboration, however, is essential. 

There is a vital role for the Food and Drug Administration. When companies 
apply for licensure of new technologies and processes, the FDA must assess the safe- 
ty implications of the submission. To do so, the FDA must examine both the safety 
pros and cons of any proposed process. Hence, while a new process or technolo^ 
may be designed to further enhance safety, the FDA must also consider possi^ 
risks that the new process might present. 

This creates a classical dilemma that all regulatory agencies face, in terms of both 
therapeutic proteins as well as pharmaceuticals and devices: How much study can 
and snould Uie regulators require prior to deciding whether to approve a new drug, 
device, or biologic. There is no simple answer to this question, since there may be 
risks from either too little or too much study. Yet the FDA must grapple with this 
question every day. 

In many instances it will be appropriate for the FDA to require, and then study, 
significant clinical research before approving changes to a process desimed to en- 
hance the safety or other aspects of a therapeutic. This will not always be the case, 
however. In some instances, it may be appropriate for the FDA to approve process 
changes based upon engineering information and chemical and physical principles, 
and without pre-market clinical investigation. Such approval could be coupled with 
rigorous post-market surveillance in order further to confirm safety, while reducing 
the lag time before the improved therapy is available to patients. We hope that this 
^brommittee will encourage, rather than discourage, this kind of flexible response 
by the FDA in appropriate cases. 

Mr. Chairman, the FDA’s activities also should be assessed in light of FDA’s mis- 
sion and the government’s resource constraints. The FDA is charged with protecting 
persons in the United States. Yet Baxter— the only U.S. plasma processor— finds it- 
self subject to U.S. standards when it seeks to process therapeutic proteins in the 
United States and market them abroad. Perh^s the FDA’s limited resources should 
be focused on people in this country, and the federal government should respect the 
rights of other sovereign nations to reach their own conclusions about what thera- 
pies are appropriate for their own populations. We must be vigilant lest domestic 
regulatory requirements damage the ability of companies based in America to com- 
pete in the worldwide markets. 
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Finally, Mr. Chairman, Secretary Shalala’s appearance before this Subcommittee 
marked the announcement that Dr. Phil Lee will be appointed the first director of 
the new Blood Safety Council. Baxter is encouraged that this position will be occu- 
pied by an experienced professional. While the operational details of the new Coun- 
cil are not yet clear, Bar^r assumes that it and other members of the plasma proc- 
essing industry will be afforded the opportunity to make their views heard on issues 
that concern the industry. After all, tne plasma processing companies have a weidth 
of expertise and knowledge on many of the very subjects to be addressed by the 
Blood Safety Council. Baxter looks forward to working cooperatively with Dr. Lee 
as he embarks on his new mission. 

Mr. Chairman, thank you for inviting Baxter Healthcare Corporation to appear 
at this hearing, and for hstening to the testimony of Dr. Gomperts, our Medical Di- 
rector and Vice President of Medical and Clinical Affairs for our Hyland Division. 
Thank you also for your interest in safety, an issue that always has been a primary 
concern of Baxter’s. 

Mr. Shays [presiding]. I thank the gentleman. Dr. Feldman, I 
think you’re next. 

I want to apologize to the panelists. I have been working on is- 
sues of gift ban and lobby disclosure, and the Rules Committee was 
having a hearing, and I have been participating on that panel for 
the full time. 

We scheduled this well in advance of that hearing, and so we 
couldn’t change it, but I don’t want you to think it’s a reflection on 
what I think of this issue. Fm particularly grateful to have all of 
you gentlemen here. It’s very important for us to hear from indus- 
try, as well. Dr. Feldman. 

Mr. Feldman. Thank you. Mr. Chairman and members of the 
subcommittee, my name is Dr. Fred Feldman, and I am vice presi- 
dent of technical development for Armour Pharmaceutical Co. My 
Ph.D. is in biochemistry from Purdue University. 

On behalf of my colleagues at Armour Pharmaceutical Co., I 
would like to express my appreciation to the subcommittee for the 
opportunity to share our views about the future safety of plasma- 
based therapies. 

Specifically, the subcommittee asked me to address three com- 
plex and interrelated issues in my testimony today. One, emerging 
infectious agents in the blood supply and their impact on manufac- 
turers; the role of this industry in ensuring the safety of plasma- 
based therapies; and three, industry quality standards in the appli- 
cation of new manufacturing technologies tnat may further improve 
product safety. 

To fully understand and be prepared to deal with potential infec- 
tion of blood or plasma therapies requires knowledge across a wide 
spectrum of science and technology. Our industry has devoted sig- 
nificant resources to acquiring that expertise over many years. 

I can report that major proCTess has been made in understanding 
viruses and how to test for their presence. I am also proud to say 
that our understanding of the therapeutic proteins, the medicines 
we prepare from human plasma, and our knowledge of how to 
eliminate viruses which can contaminate these therapies has also 
increased dramatically. 

In short, I want you and the patients who use our medicines to 
know that today this industry is better prepared to deal with the 
many unknowns which still exist and to devise strategies based on 
soiuid science for even better safety nets in the future. 

It is impossible to adequately describe in brief testimony all that 
must be taken into account for science, technology, and regulation 
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to work together to control and enhance the safety of biological 
therapies in the future. 

This important category of medicine spans from red blood cells 
or platelets or other cells for transfusion to biological therapies that 
come from plasma, the yellow fluid part of whole blood used to pre- 
pare coagulation factors for hemophilia, immune jp^lobulins for im- 
mune deficiency conditions, alpha-l-antitrypsin for treating con- 
genital deficiency emphysema patients, or albumin for treating 
trauma patients in shock. 

1 would now include in this category, thanks to advances in 
science, those biological therapies that come from recombinant 
technolo^es applied to growing mammalian cells in laboratories. 

The critical issues surrounding the safety of each of these thera- 
pies are complex, and I have prepared my thoughts, as you di- 
rected, on key elements surrounding today’s and tomorrow’s safety 
issues and concerns. 

My colleagues and I believe that the safety of biological therapies 
depends on, and is the result of, combining the following tech- 
nologies. 

One, purifying the therapeutic protein products to high levels in 
order to remove infectious agents and at the same time make it 
easier to recognize product integrity and quality. 

Two, stabilizing these therapeutic proteins without protecting vi- 
ruses, so that the infectious agents can be inactivated without 
harming the medicine itself 

And three, combining multiple purification and inactivation 
methods to increase the overall power of removal and leave back- 
up safety factors in place. 

In doing all of these, we must have a thorough knowledge of the 
sensitivity of the therapeutics themselves in order to avoid damag- 
ing or dangerous alterations. In pursuit of our desire to improve 
safety, we must not render these agents clinically ineffective or oth- 
erwise dangerous. 

This principle is a primary caution for my colleagues and me at 
Armour as we pursue the development of even safer biological 
products. Believe me when I saw that this is not simply an abstract 
academic wony. 

As already indicated, inappropriate methods applied to a Factor 
VIII preparation made by the Dutch Red Cross to improve viral 
safety resulted in an outbreak of antibodies in Belgian patients 
which jeopardized their ongoing treatment and resulted in a recall 
of product and abandonment of the preparation. 

Even today, an Austrian manufacturer’s decision to combine two 
separately safe methods for viral inactivation of Factor VIII prod- 
ucts has resulted in another major outbreak of antibodies for hemo- 
philia treatment in Germany. That preparation is also now imder- 
going delicensure in various parts of Europe. 

The lesson that must be learned from these examples is that as 
we continue to look for even more rigorous methods to ensure viral 
safety in biological medicines, careful research and clinical evalua- 
tion must be combined with open peer review to ensure that the 
best thinking is brought to bear to ensure not only viral safety, but 
also complete product safety and efficacy, as well. 
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However, tlie science and technology of methods for conferring 
viral safety is critically dependent on the availability of other 
knowledge that must be at hand in order for us to achieve progress 
without creating risk. 

We must know which viruses can contaminate blood or plasma 
or the fluids used to grow other biological products in culture. We 
must have methods to detect their presence or absence, as well as 
methods to tell us if they are infectious when we do find ^em. 
And, if methods are not available for the viruses of concern, we 
must agree on model viruses or model test systems which can serve 
in their stead for the purpose of designing essential validation ex- 
periments. 

These are absolutely critical issues for the future, because in cre- 
ating international consensus on test viruses or test models, the 
scientific, technical, and regulatory communities will be able to pro- 
vide the means for testing and handling disease agents which could 
yet threaten the blood supply. 

We now have many scientific resources at hand to deal with in- 
fectious agents that we didn’t have before. We have choices of sev- 
eral inactivation methods — ^heating or solvent treatments. We also 
have more powerful purification methods than we had before. 

Mr. Shays. Could I ask you to summarize your conclusion here? 
I’ll give you another minute or so, but I think we need to get to 
our next witness. 

Mr. Feldman. Yes, sir. Thank you. I will. My company is proud 
of several contributions we’ve made which have been break- 
throughs in this area and which have been licensed by the FDA. 
I have mentioned some of those in the written documents. We’re 
particularly proud of the highly efficient ultrafiltration methods 
which we have developed that nave been licensed by FDA which 
can separate viruses from proteins, including proteins for treating 
hemophilia B. 

The second method that I talked about, the ultrafiltration meth- 
od, is also important because it’s been adapted by others and it has 
a potential for removing agents that we don’t know of as yet, in- 
cluding the potential for removing agents such as the CJD agent. 

In summarizing, I believe that to continually ensure provision of 
the safest therapies, those involved in the processing and regula- 
tion of biological medicines, that we must embrace a two-part mis- 
sion. 

First, we must combine an understanding of the structure, func- 
tion, and inte^ty of therapeutic proteins with an understanding 
of how to stabilize them and remove them from the known agents 
of risk. 

And second, we must also provide residual removal capacity, a 
safety net from yet unrealized disease agents while continuing to 
demonstrate consistent clinical efficacy and safety of biological 
therapies worldwide. 

In attaining all these, those of us who make these kinds of medi- 
cines recognize the critical nature of GMP and the role that it plays 
to ensure manufacturing consistency, minimize human error, and 
to prevent contamination. 

Las^ I believe government also has a critical role to play in prod- 
uct safety by promoting the development of global regulatory guide- 
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lines, providing guidance to indust^ in appropriate use and control 
of emerging new sciences and tecnnolomes, and promoting inter- 
national harmonization of regulatory and scientific opinion. 

My colleagues and I believe that only open consensus gathering 
for regulation of new technologies with participation by all — indus- 
try, knowledgeable consumers, and scientific medical experts — can 
lead to a comprehensive understanding and control of risks from 
new agents and ensure public confidence that correct conclusions 
are obtained. 

Thank you for allowing me the extra moment, and I would be 
happy to participate in answering questions. 

[The prepared statement of Mr. Feldman follows:] 

Prepared Statement of Fred Feldman, Vice President, Technical 
Development, Armour Pharmaceutical Co. 

Mr. Chairman and members of the Subcommittee, my name is Dr. Fred Feldman 
and I am Vice President of Technical Development for Armour Pharmaceutical Com- 
pany. I have a Bachelors Degree in Biochemistry from the University of Chicago and 
a Ph.D. in Biochemistry from Purdue University. 

Based in Collegeville, PA, Armour Riarmaceutical is a worldwide provider of plas- 
ma protein therapies. Our company offers some of the most advanced treatments 
for hemophilia and other replacement therapies available today. 

On behalf of my colleagues at Armour Pnarmaoeutical Company, I would like to 
express my appreciation to the Subcommittee for the opportunity to share our views 
about the future safety of plasma-based therapies. 

Because the American Blood Resources Association, our national trade group, has 
provided the Subcommittee with specific comments about the recommendations con- 
tained in the Institute of Medicine report— comments that reflect Armour’s view- 
point — my comments wiU focus on scientific, technical and regulatory issues that 
must be addressed to ensure that safe and effective plasma-based medicines are 
available to patients in the future. 

Specifically, the Subcommittee asked me to address three complex and inter- 
related issues in my testimony today: 

1. Emerging infectious agents in the blood supply and their impact on manu- 
facturers. 

2. The role of this industry in ensuring the safety of plasma-based therapies. 

3. Industry quality standards and the application of new manufacturing tech- 
nologies that may further improve product safety. 

At the beginning of the 19708, biological medicines were prepared, primarily, by 
using precipitation methods to separate proteins from each other. As increased 
knowledge of separation methods developed, the fractionation industry was able to 
add more powerml methods to its technical arsenal which resulted in purer biolo^- 
cal therapies for treatment of a variety of medical problems, including hemophiha. 

The kind of therapies that were available in the early 1970s used mainly a few 
rudimentary precipitation methods but were considered critical breakthroughs, espe- 
cially in hemophilia care, because they provided the patient with direct access to 
preparations that could prevent bleeding. Prior to that time period, no such products 
were available. 

Not until the late 1980s, did processes for separating beneficial plasma proteins 
include chromatography methods, which involve a sophisticated separation of pro- 
teins, one from another, by using the ionic differences between them. 

It is important to note that knowledge of the structure and function of these bene- 
ficial proteins came very slowly. For example, hemophilia has been known as a dis- 
ease for at least three thousand years; but, in fact, the underlying basis of the dis- 
ease has been poorly understood. 

Only in the last twenty years has there been any real progress made in under- 
standing hemophilia, and. really only in the last ten years has that knowledge en- 
abled scientists to adapt the most modem techniques for separating proteins and 
providing them in pure foim. 

Provimng proteins in pure form is important not just for medical treatment, but 
also because separation methods allow us to manipulate disease agents away from 
the therapeutic protein, itself. 

However, to fully understand and be prepared to deal with potential infection of 
blood or plasma therapies requires knowledge across a wide spectrum of science and 
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technology. Ab I mentioned, our industry as a whole has devoted signiiicant re- 
sources to acquiring that expertise over many years. 

I can report that major progress has also been made in understanding viruses and 
how to test for their presence. I am also proud to sav that our understwding of the 
therapeutic proteins — ^the medicines we prepare from human plasma — and our 
knowledge of how to eliminate viruses which can contaminate these therapies has 
also increased dramatically. 

In addition to providing the degree of safety that biological therapies now offer, 
companies like Armour have been able to apply separation techniques that not only 
remove the disease agents that we know about today, but also provide broader safe- 
ty nets that have the potential to remove disease agents that have not vet been 
identified — separating them from plasma derivatives and making these uierapies 
safer for the ^tients that need them. 

I want vou and the patients who use our medicines to know that todap, this in- 
dustry is better prepared to deal with the many unknowns which still exist, and to 
devise strategies, based on sound science, for even better safety nets in the future. 

However, it is impossible to adequately describe in this brief testimony all that 
must be taken into account for science, t^hnology, and regulation to worii together 
to control and enhance the safety of biological therapies in ^e hiture. 

This important category of medicine spans from red blood cells or platelets or 
other cells for transfusion, to biological therapies that come from plasma — the yel- 
low — fluid part of whole blood used to prepare coagulation factors for hemophilia, 
immune globulins for imm une deficiency conditions, alpha- l-antitrypsin for treating 
congenital deficiency emphysema patients, or albumin for treating trauma patients 
in Mock. I would now mclude in this category — thanks to advances in science — 
those biological therapies that come from recoixibinant technologies applied to grow- 
ing^mammalian cells in laboratories. 

The critical issues surrounding the safety of each of these therapies are complex, 
and I have prepared my thoughts, as you directed, on key elements surrounding to- 
day’s and tomorrow’s safety issues and concerns. 

My colleagues and I believe that the safety of biological therapies depends on, and 
is a result of, combining the following technologies; 

1. Purifying the uierapeutic protein products to high levels in order to remove 
infectious agents and at the saune time make it easier to recognize product in- 
tegrify and quality. 

2. Stabilizing these therapeutic proteins (without protecting viruses) so that 
the infectious agents can be inactivated without harming the medicine itself. 

3. Combining multiple purification and inactivation methods to increase the 
overall power of removal and leave backup safety factors in place. 

In doing all of these, we must have a thorough knowledge of the sensitivity of the 
therapeutics themselves in order to avoid damaging or dangerous alterations. In 
pursuit of our desire to improve safety, we must not render these agents clinically 
ineflective or otherwise dangerous. 

'This principle is a primary concern for my colleagues and me at Armour as we 
pursue the development of even safer biological products. Believe me when I say 
that this is not simply an abstract academic worry. 

For exanmle, inappropriate methods applied to a factor VIII preparation made by 
the Dutch Red Cross to improve viral safety resulted in an outbre^ of antibodies 
in Belgian patients which jeopardized their ongoing treatment and resulted in a re- 
call of product, and abandonment of the preparation. 

Even today, an Austrian manufacturer’s decision to combine two separately safe 
methods for viral inactivation of factor VIII products has resulted in another major 
outbreak of antibodies compromising hemophilia treatment in Germany. That prep- 
aration is also now undergoing delicensure in various parts of Europe. 

The lesson that must be learned from these examples is that as we continue to 
look for even more rigorous methods to ensure viral safety in biological medicines, 
careful research and dinical evaluation must be combined with open peer review to 
ensure that the best thinking is brought to bear to ensure not only viral safety, but 
also complete product safety and efficacy as well. 

However, the science and technology of methods for conferring viral safety is criti- 
cally dependent on the availability ofother knowledge that must be at hand in order 
for us to achieve progress without creating risk. 

We must know which viruses can contaminate blood or plasma or the fluids used 
to grow other biological products in culture. We must have methods to detect their 
presence or absence as well as methods to tell us if they are infectious when we 
do find them. And, if methods are not available for the viruses of concern, we must 
agree on “model viruses” or model test systems which can serve in their stead for 
the purpose of designing essential validation experiments. 
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These are absolutely critical issues for the future. Because in reaching inter- 
national consensus on test models, as well as known viruses of concern, the sci- 
entific, technical and regulatory communities will ^ able to provide the means for 
testing and handling 

We now have ma^ scientific resources at hand to deal with infectious a^hts that 
we did not have before. We have choices of several inactivation methods — ^heating, 
or solvent treatments which kill viruses ^ destroying the lipid coat that surround 
them. Many viruses, such as hepatitis B and C and HIV, have a lipid envelope. 
Some viruses, such as hepatitis A and parvovirus, have non-lipid envelopes and they 
require inactivation or removal by other methods. There are efforts under way to 
fma methods for inactivating parvovirus, as well. 

We also have more powerful purification choices than we had before. 

My company is particularly proud of two contributions we have made in this area 
of product purity — the development of monoclonal antibody purification methods 
used to spmflcaUy remove the beneficial protein product we want from a sea of 
other proteins and potentiallv infectious agents. This development resulted in a 
safety oreakthrou^ m hemophilia care when licensed by the PDA in 1987. 

Serandly, the development of highly efficient ultrafiltration methods which have 
been licensed by the FDA. This process can separate viruses from proteins such as 
factor IX for hemophilia B throum a molecular sieving process. 

The ultrafiltration method is mso important because it is even now beii^ adapted 
by others around the world and explored for its potential to act as a generic removal 
step for a broad range of viruses — those we know, as well as others that may threat- 
en humankind in the fbture. Methods such as these may be especially important 
in dealing with difficult, hardy viruses such as the parvovirus, or with agents sudi 
as the Creutzfeldt Jacob Disease agent (CJD) about which there its still no consen- 
sus on the world scene. 

Armour has developed specific validation methods to allow us to verify the effec- 
tiveness of ultrafiltration in each and every batch treated by this method. We have 
already validated the utility of ultraflltration for the removal of lam viruses such 
as HIV, and for intermediate viruses like hepatitis B and hepatitis C. We have also 
accumulated data that shows that as we use ultraflltration methods in production, 
even small viruses can be removed. My colleagues and I have publishea this infor- 
mation so that it can be applied across the industry — worldwide — to make therapies 
safe for use no matter where and how they are prepared. 

Ensuring viral safety has required a lot of learning over a relatively brief period 
of time — brief for those of us wno spend our time in laboratories. Key to providing 
safe biological therapies is an understanding of what viruses to characterize, what 
viruses to understand, as well as methods to test for the presence of viruses and 
for their inactivation. This knowledge did not exist for specific viruses of concern 
in the 1970s. 


For example, there was no method for detecting hepatitis B and its potential in- 
fectivity in test tubes. Now, it requires either looking at animals like chimpanzees 
over long periods of time or looking at viruses that mimic hepatitis B, and that are 
representative of the kinds of viruses that could persist if hepatitis B were present. 

Use of chimpanzees alone is inadequate, because not enou^ animals can oe test- 
ed and the virus requires too long to mcubate. And so with increased understanding 
of virology, we have, in some cases, learned how to test for viruses and look for their 
presence and their removal in dilTerent ways. 

In the 19808, we reached a point where specific inactivation and separation proto- 
cols could be established. Guidelines were put in place by manufacturers working 
together with the FDA that allowed us to examine removal methods end inactiva- 
tion methods and their impact on panels of viruses that were either contaminates 
or predictive of contamination of the blood supply. 

I believe that to continually ensure provision of the safest therapies, those in- 
volved in the processing and regulation of biologic medicines must embrace a two- 
part mission. First, we must; 

Combine an understanding of the structure, function and integrity of thera- 
peutic proteins, with an understanding of how to stabilize them and remove 
them from the known agents of risk. 


And we must also: 

Provide residual removal capacity — a safety net — from yet unrealized disease 
agents, while continuing to demonstrate consistent clinical efficacy and safety 
of biological therapies worldwide. 

Even in attaining all the above, those of us who mtike biological medicines must 
recognize the critical nature of GMP (good manufacturing practice), as defined by 
the FDA, to ensure manufacturing consistency, minimize human error and prevent 
contamination. The sophistication of closed systems under automated computer 
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process control continues to increase and will be an even greater contributor to 
product safety in the future. 

I believe that the United States is advanced in these areas. However, in other 
countries there is still much to be learned about GMP. It is critical that we share 
our knowledge on a world-wide basis and that we achieve a consensus on so 
that regulations can be made uniform with respect to manufacturii^ practices. 

I hope further that we do not see failures occurring outside the United States be- 
cause of deficiencies in GMP which could raise concerns in this country about the 
use of similar products under good control. We should strive for the same hi^ 
standards worldwide that we now have in this country. 

Therefore, I believe that government also has a critical role to play in product 
safety by: 

1. Promoting the development of global regulatory guidelines. 

2. Providing guidance to industiy in the appropriate use and control of emerg- 
ing new sciences and technologies. 

3. Promoting international harmonization of re^Iatory and scientific opinion. 

Conflicting conclusions on disease agent risks and now to address them can sig- 
nificantly impede development progress, sap critical research resources and poten- 
tially delay reaching the right conclusion. 

I believe, and my colleagues at Armour share this view, that it should be a prior- 
ity of government to bring toother for consensus gathering on an international 
basis the best min ds on potential emerging infectious agents. That this is still not 
yet achieved in critical areas is apparent with regard to concern over the CJD agent, 
where there has been one conclusion reached in tee U.S., but apparently a divergent 
conclusion reached in Europe. 

It bears repeating. It is critically in^rtant that the best scientific and regulatory 
minds that exist to^y in the United States not only look at their own thinking and 
their own information on CJD, but also collaborate with the best min ds that we 
have on this and other disciplines in international arenas so that manufacturers can 
have clear guidance on the direction that must be taken. 

My colleagues and I believe further that only open consensus gathering for regula- 
tion of new technologies, with participation by all— industry, knowledge^Ie consum- 
ers and scientific/medical experts — can lead to a comprehensive understanding and 
control of risks from new a^nts and public confidence that correct conclusions are 
attained. 

Only in an open forum can manufacturers contribute the knowledge that they 
hav^ gained in the control of their manufacturing practices, and in the removal of 
disease agents. Only in an omn forum can the consumer gain confidence that the 
best thinking is being appliea to achieve our common goal of product safety. 

One final observation. In order to ensure that we can protect against future dis- 
ease agents, and provide safe and effective medicines to tne people who need them, 
we must continue to expand our knowledge through scientific research and product 
development. I believe government has a role in funding and directing breakthrough 
research. Armour is absolutely committed to expanding its research efforts in the 
future — ^building on the knowledge that we have acquired. 

Research conducted by companies and by the government should be published to 
the greatest extent possible to elicit peer review, manufacturer to manuuuiturer, sci- 
entist to scientist, scientist to manuffuiturer, so that nobody has a blind spot in what 
can be accomplished in the critical areas I have discussed today. 

Given the scientific complexity of the technical issues involved in securing viral 
safety for biological therapeutics, I have attached a detailed outline of the eight 
areas we believe are critical to this discussion. The outline provides an evolution in 
safety improvements which have already occurred and opportunities available in the 
future. 

Thank you for the opportunity to testify before you today. 


IMPROVING SAFETY OF PLASMA PRODUCTS 

• Development of High Purity Products 

• Development of Product Stabilization Methods 

• Development of Viral Validation Methodologies 

• Development of Viral Removal and Viral Inactivation Methodologies 

• The Combination of Methods for Improvement of Safety 

• Evolution of Product Validation Understanding 

• Evolution in GMP Control 

• Development of Global Regulatory Guidelines 
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Development of High Purity Products 

• Addii^ Chromatography to Precipitation methods 

• Addition of Affinity and Immunoaffinity Puriflcation Techniques 

• Understanding Structure and Function 

• Adapting Molecular Biology to Separation and Bio-Synthesis 

Development of Product Stabilization Methods 

• Freeze-Drying as a Stabilization Method 

• Addition of Active Protective Agents 

• Additions of Sugars and Salta as Nonspecific Protective Agents 

• Finding Discriminating Protectants fetween the Therapeutic and Infectious 
Agents 

Development of Viral Validation Methodologies 

• Characterization and Selection of Specific Virusea/Infectious Agents 

• Development of Methods to Grow and Detect Viruses 

• Development of Consensus Methods for Evaluation of Virus Reduction 

• Uncertainties of Structural Modifications/Antibody Development 

Development of Viral Removal and Viral Inactivation Methodologies 

• Heat Treatment in the Lyophilized Protected Stage 

• Heat Treatment During Stabilized Liquid Pasteurization 

• Viral Inactivation by Destruction of Lapid Enveloped Viruses (“Solvent/Detergent 
Methods) 

• Removal of Viruses by Separation Methods: Chromatography; Ultrafiltration 
Combination of Methods for Improvement of Safety 

• Combination of Purification and Heating 

• Hi^ Temperature Heating Protocols 

• Combination of Heating and Solvent Deteraent Methods 

• How Much is Enough; How Much is Too Much? 

Evolution of Product Validation Understanding 

• Combining 

An Understanding of the Structure, Function, and Integrity of the Thera- 
peutic Protein 

With an Understanding of How to Stabilize it Differentially 
And Remove It From the Known Agents of Risk 

i^ile Providing Residual Removal Capacity From Yet Unrealized Risk 
Agents 

And Demonstrating Consistent Clinical Efficacy 
Evolution in GMP Control 

• Adapting Production to Closed Systems 

• Institution of Automated Process Control 

• Totally Controlling Facilities and Process 

• Improving Documentation, Quality Assurance, and Validation 

Development of Global Regulatory Guidelines 

• Development of Critical Guidelines in the Use of New Technologies in Manufac- 
turing 

• International Harmonization of Regulatory and Scientific Opinion 

• Open Consensus Gathering for Regulation of New Technolopes 

• Open Global Review of New Regulatory Guidelines 

Mr. Shays. Thank you, Dr. Feldman, and your entire statement 
will be in the record. I appreciate your summarizing. 

I think I’m going to go to you. Dr. Tutwiler. Am I pronouncing 
your name correctly? 

Mr. 'Tutwiler. Yes, that’s correct. 

Mr. Shays. And then, Mr. Reilly, are you the last witness? 
Thank you. 

Mr. 'Tutwiler. Mr. Chairman and members of the subcommittee, 
on behalf of Alpha 'Therapeutic Corp,, we appreciate the oppor- 
tunity to appear today to address issues related to the improve- 
ment and safety of plasma derivatives. My name is Gene F. 
'liitwiler. I am vice president of research and development. 
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Alpha has a proud history of providing high quality, efficacious, 
and safe blood plasma products for use by its worldwide customers. 
Alpha’s history dates back to the 1940’s, when we were known as 
Courtland Laroratories. Today, as in the past. Alpha is continuing 
to search for enhanced quality and safety in its products as we also 
pursue development of additional plasm derivatives with thera- 
peutic value for expanded U.S. health care needs. 

Alpha has always been on the leading edge of implementing new 
viral tests and ways to enhance viral removal and inactivation in 
our manufacturing process. Primary identification and discovery of 
new viruses for me plasma industry has actually come from the 
medical and scientific community in partnership with government 
agencies such as the Centers for Disease Control, NIH, and the 
FDA, as well as other related government entities. 

Additionally, certain diagnostic companies which have extensive 
plasma screening test devmopment capabilities have led in the de- 
velopment of large-scale viral testing reagents and related equip- 
ment. 

Alpha, as well as other major plasma fractionators who are also 
here today, has researched and developed processes either to re- 
move or inactivate viral and other contaminants that may be 
present in plasma source material. Alpha is committed, based upon 
prevailing scientific understanding, to ensure that its plasma-de- 
rived products are safe as humanly possible. 

As this subcommittee knows very well, emerging infectious 
agents have had a significant and costly impact on plasma deriva- 
tive products fractionated by our industry. Nevertheless, Alpha is 
committed to research and development programs which we believe 
can improve the safety of our plasma derivative products. 

I would also like to now briefly outline some of the research and 
development in which our company is currently engaged. 

First, viral detection. Alpha has implemented ml TOA-approved 
initial and confirmatory tests for detection of viral agents in plas- 
ma as soon as these tests became available. In 1971, testing for 
Hepatitis B in donor plasma was initiated. 

Then, in 1985, the antibody test for HIV became available for de- 
tection of infected donors. Upon FDA-approval of this antibody test. 
Alpha and the other members of this industty implemented this 
test for all plasma procurement. Viral screening of donor plasma 
has now been expanded to include HIV-2 and Hepatitis C virus. 

More recently, the FDA has recommended the implementation of 
a new donor screening test for HIV-l called HIV-1 antigen. Al- 
though this test was recommended on March 23, 1989, by the 
Blood Products Advisory Committee, it has not yet been licensed by 
the FDA and thus has not been available fbr implementation by 
our industry. Because current viral inactivation technology effec- 
tively destroys HIV, we question the additional potential benefit of 
this test. We have nevertheless accepted its implementation. 

Now, in addition to the dramatic improvements in viral detection 
in plasma, Aere also have been considerable advances made in the 
manufacturing processes to remove and kill viruses. 

We and other companies in this industry have found and pub- 
lished in peer review journals that many of the precipitation, col- 
umn chromatography, and centrifugation steps used to fractionate 
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plasma not only purify the individual proteins but also greatly re- 
duce the concentrations of contaminating viruses. This has clearly 
been shown for our intravenous gamma globulin product, our co- 
agulation products, and new products that we have in development. 

We also have made dramatic improvements in our ability to kill 
or inactivate viruses. At every stage. Alpha has implemented proc- 
esses to inactivate potential contaminating viruses based on the 
best currently available scientific information. 

For example, in 1984, Alpha introduced separate heating meth- 
ods for Factor VIII and IX, respectively, and we and other 
fractionators clearly demonstrated that heat treatment is effective 
to inactivate the lipid-coated viruses such as HIV-l, HCV, and 
HBV. We have recently demonstrated heat treatment effectiveness, 
also, for the non-lipid-coated viruses. 

In 1987, Alpha also implemented the chemical solvent detergent 
process that is very effective for inactivating the lipid-coated vi- 
ruses such as HIV, while protecting the potency of the active pro- 
tein drug. 

Now, Alpha’s goal is to develop, manufacturing processes which 
have the ability to remove more virus than one could ever imagine. 
For pathogenic lipid-coated viruses, heat and solvent detergent 
treatment and viral removal steps in the purification process have 
reduced the potential for contamination in many cases by over a 
billion fold. 

Where studies have been completed on the newer non-lipid-coat- 
ed virus, we have effected highly simificant reductions in the po- 
tential for virus contamination. It should, however, be noted that 
the same treatments of processes may not be able to be used for 
every product, since the process might alter the protein or reduce 
the amount of beneficial protein contained in the products. 

Now, the story of viral detection, removal, and inactivation, of 
course, does not end here. Alpha continues to invest in research 
and development in these areas and is studying new production 
processes for our current products and several new products. For 
example. Alpha is on the cutting edge of research into the use of 
DNA testing to identify viral agents. Specifically, we are reviewing 
the accuracy and sensitivity of the procedure known as polymerase 
chain reaction (PCR), which you’ve heard about earlier. 

Alpha is also actively pursuing new and more effective viral re- 
moval steps such as Nanofiltration, which is the process by which 
we can eliminate viral agents based upon their molecular size. 

In addition, we have continued the search for more effective viral 
killing processes, either using new chemicals or the use of alter- 
native energy sources such as ultraviolet light or microwave. To 
date, these viral killing methodologies have either not been com- 
pletely effective in viral removal, or they have destroyed the pro- 
tein’s potency. Nevertheless, Alpha will be vigilant in its quest to 
locate and implement effective viral inactivation methodologies. 

In conclusion. Alpha manufactures products with safety and effi- 
cacy in mind. Our products are human proteins; they’re used to 
treat human diseases. We attempt to eliminate all potential con- 
taminants while maintaining the integrity and potency of the 
therapeutic proteins. 
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Our future in the production of plasma derivatives is dependent 
upon research and development into new methodologies, and we 
haven’t stopped. We support the lOM recognition of the continuing 
importance of the full participation of the industry, government 
regulatory agencies, and government and academic scientists in the 
provision of safe and effective plasma products. 

We further support the proposed role of BPAC as essential in 
this effort. However, we believe that it is vitally important for 
BPAC to include both industry and scientific representation on this 
committee so that decisions may be based on scientific rationale. 

Finally, we are confident that our plasma derivative products 
have enhemced the lives of numerous patients. It is, of course, our 
goal with government and other meml^rs of our industry to do ev- 
erything in our power to reduce risk and assure product availabil- 
ity. 

Last but not least. Alpha endorses the concepts expressed in the 
American Blood Resources Association’s response to the 14 lOM 
recommendations. We appreciate the opportunity to present our 
statement to you today. 'Thank you. 

[The prepared statement of Mr. Tutwiler follows:] 

Prepared Statement of Gene F. Tutwiler, Alpha Therapeutics Corp. 

Mr. Chairman and Members of the Subcommittee, on behalf of Alpha Therapeutic 
Corporation, we appreciate the opportunity to appear today to address issues related 
to the improvement and safety of plasma derivatives. My name is Gene F. Tutwiler, 
and I am Vice President of Research and Development. 

Alpha has a proud history of providing high quality, efiicacious and safe blood 
plasma products for use by its world-wide customers. Alpha’s history dates back to 
the 1940’8 when we were known as Courtland Laboratories. Today, as in the past, 
Alpha is continuing to search for enhanced quality and safety in its products as we 
also pursue development of additional plasma denvatives with therapeutic value for 
expanded U.S. healthcare needs. 

Alpha has always been on the leading edge of implementiiw new viral tests and 
ways to enhance viral removal and inartivation in our manumcturing process. Pri- 
mary identification and discoveiy of new viruses for the plasma industry has actu- 
ally come from the medical and scientific community in partnership with rovem- 
ment e^ncies, such as the Centers for Disease Control and Prevention (CDC), Na- 
tional mstitutes of Health (NIH) and the Food and Drug Administration (FDA) as 
well as other related government entities. Additionally, certain diamostic companies 
which have extensive plasma screening test development capabiuties, have led in 
the development of large scale viral testing reagents and related equipment. 

Alpha, as well as other major plasma fractionators who are also here today, has 
researched and developed processes either to remove or inactivate viral and other 
contaminants that may be present in plasma source material. Alpha is committed 
based upon prevailing scientific understanding to ensure that its plasma derived 
produrts are safe as humanly possible. As this Subcommittee knows very well, 
emerging infectious agents have had a significant and costly impact on plasma de- 
rivative products fractionated by our industry. Nevertheless, Alpha is committed to 
research and development programs which we believe can improve the safety of our 
plasma derivative products. 

AdditionaUy, our trade association, the American Blood Resources Association 
who will be speaking to you, has monitored the industry's self-imposed development 
of high standards for the collection of plasma and screening donors. Today, the plas- 
ma industry is completing its ^ality Plasma Program which imposes inspections, 
specific donor exclusions, requires employee training and man^^ates other special 
procedures to assure the safety and quahty of collected plasma. 

I would like to briefly outline some of the programs in research and development 
in which our conmany is currently engaged: 

Let me start on by reminding Congress that in the last few years advances made 
in molecular and genetic research have resulted in the discovery of previou^ un- 
known viruses. The discovery of the Human Immunodeficiency Virus (HIV) in 
March of 1984 represents the triggering event which brought tremendous attention 
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to and focus on the safety of plasma derived products and whole blood as never be- 
fore. Our company, as well as the other members of our industry has implemented 
FDA-approved testing to screen out plasma containing infectious agents and to ^s- 
cover effective methods to remove and kill these aygents. These agents include lipid 
coated viruses such as Hepatitis B, Hepatitis C, HlV-1 and HlV-2, non-lipid coated 
viruses such as Hepatitis A, parvovirus, and other newly identified pathogens sudi 
as Hepatitis E and G or Creutzfeldt-Jakob Disease. In this regard, we have placed 
strong emphasis on the following endeavors in our research and development pro- 
grams. 

A. Viral Detection — Alpha has implemented all FDA approved initial and confirm- 
atorv tests for detection of viral agents in plasma as soon as these tests became 
available. In 1971, testing for Hepatitis B in donor plasma was initiated. Then, in 
1986, the antibody test for HIV Mcame available for detection of infected (tenors. 
Upon FDA approval of this antibody test. Alpha and the other mem^rs of this in- 
dustry implemented this test for all plasma procurement. Viral screening of ^nor 
plasma has now been emanded to include Hrv-2 and Hepatitis C Virus (HCV). 

More recently the FDA has recommended the implementation of a new (tenor 
screening test for HTV-1 called HIV-l antigen. Although this test was recommended 
on March 23, 1989 by the Bl(x>d Products Advisory Committee (BPAC), it has not 
yet been licensed by the FDA and thus has not been available for implementation 
by our indust^. B^ause current viral inactivation technolo^ effectively (testroys 
HIV, we question the additional potential benefit of this test. Moreover, we are con- 
cerned about potential misuse of this test as a self-diagnostic tool by prospective 
plasma (tenors. We have nevertheless accepted its implementation. 

In addition to the dramatic improvements in viral detection in plasma, there also 
have been (xmsiderable advan(»8 made in manufacturing processes to remove and 
kill (or inactivate) viruses. 

B. Viral Removal — We and other companies in this industry have found and have 
published in peer reviewed journals, that many of the precipitation, column chroma- 
tography an(i (^ntrifugation steps used to frarftionate plasma not only purify the in- 
dividual proteins but also greatly reduce the concentrations of contaminating vi- 
ruses. This has clearly been shown for our intravenous gamma globulin product, our 
coamlation products and new products in development. 

C. Viral Inactivation — We have also made dramatic improvements in our ability 
to kill or inactivate viruses. At every stage. Alpha has implemented pnxxsses to in- 
activate potential contaminating viruses based on the best currently available sci- 
entific information. For example, in 1984 Alpha introduced separate heating meth- 
ods for Factor VIII and Factor IX, respectively. We and other fractionators clearly 
demonstrated that heat treatment is eftective to inactivate lipid coated viruses such 
as HIV-1, HCV and HBV. We have recently demonstrated heat treatment effective- 
ness for the non-lipid coated viruses, such as parvovirus. 

In 1987, Alpha also implemented a chemicu solvent deterront process that is very 
efliwrtiive for inactivating the lipid coated viruses such as HIV, while protecting the 
potency of the active protein drug. 

Alpha’s goal is to develop manufacturing processes which have the ability^ to re- 
move more virus than one (»uld ever imamne. For pathogenic lipid-<»ated viruses, 
heat and solvent detergent treatment ana viral removal steps in the purification 
process have reduced the potential for (»ntamination in many cases by over a billion 
fold. Where studies have been completed on the newer non-lipid coated virus, we 
have ef1e(ited highly significant reductions in the potential for viral contamination. 
It should however be noted that the same treatments or processes may not be able 
to be used for every product since the process mi^t alter the protein or reduce the 
amount of the beneficial protein contained in the products. 

The story of viral detection, removal and ina(d.ivation, of (xiurse, does not end 
here. Alpha continues to invest in research and development in these areas and is 
studying new production processes for our current proaucts and several new prod- 
ucts. For example, Alpha is on the cutting edge of researoh into the use of DNA 
testing to identify viral agents. Specifically, we are reviewing the accuracy and sen- 
sitivity of a procedure known as Polymerase Chain Reaction (PCR). Alpha is cdso 
a(Aively pursuing new and more effeiiive viral removal steps su(di as nanofiltration 
(that is, trying Ui eliminate viral agents based upon their molecular size). In addi- 
tion, we have continued the search for more effective viral killing processes, using 
either new (Chemicals or the use of energy sources (such as ultraviolet light or micro- 
wave). To date, these new viral inactivation methodologies have either not been 
completely effertive in viral removal or destroyed the product’s poten(y. Neverthe- 
less, Alpha will be vigilant in its quest to locate and implement effective viral inac- 
tivation methodologies. 
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Conclusion — In conclusion. Alpha manufactures products with safety and efScacy 
in mind. Our products are human proteins used to treat human diseases. We at- 
tempt to eliminate all potential contaminants while maintaining the integrity and 
potency of the therapeutic proteins. 

Our future in the production of plasma derivatives is dependent upon research 
and development of new methodologies — we haven't stopped. We supmrt the lONTs 
recognition of the continuing importance of the ftiU participation of industry, govern- 
ment regulatory agencies, and ^vernment and academic scientists in the provision 
of safe and effective plasma products. We further support the proposed role of BPAC 
as essential in this effort. However, we believe that it is vitally important for BPAC 
to include both industry and scientific representation on this committee so that deci- 
sions may be based on scientific rationale. 

Finally, we are confident that our plasma derivative products have enhanced the 
lives of numerous patients. It is, of course, our goal with Government and other 
members of our industry, to do everything in our power to reduce risk and assure 
product availability. 

Last but not least. Alpha endorses the concepts expressed in the American Blood 
Resource Association’s response to the 14 lOM Recommendations. As a reflection of 
our support for this response, we submit the ABRA recommendations to the Sub- 
committM with our statement. 

We appreciate the opportunity to present our statement to you today. Thank you. 

Mr. Shays. Thank you, Doctor. Mr. Reilly, I’m happy to hear 
from you, as well. 

Mr. Reilly. Thank you, Mr. Chairman and members of the sub- 
committee. My name is Jim Reilly, and Fm the president of the 
American Blood Resources Association (ABRA), the national trade 
association representing the plasma collection and fractionation in- 
dustry. On behalf of the membership of ABRA, I would like to ex- 
press our appreciation to the subcommittee for the opportunity to 
submit our comments to you regarding the 14 recommendations. 

Mr. Shays. I’m sorry. Are you going to go over the 14 rec- 
ommendations right now? 

Mr. Reilly. No, I was not going to go over them. They are an 
attachment to our specific comments. 

Mr. Shays. What I would want to make very clear, from all the 
witnesses, which of these recommendations you agree with and 
which vou don’t. If you could incorporate it in your testimony, it 
would De helpful. Continue with your testimony, but ultimately I 
want that then answered. 

Mr. Reilly. OK Our testimony will include our comments re- 
garding the 14 recommendations set forth by the Institute of Medi- 
cine, and we also provide the subcommittee with a sense of our ac- 
complishments since the early 1980’s and our continued commit- 
ment to safe and effective plasma-based therapies. 

I would like to take this opportunity to briefly describe our in- 
dustry to those of you who are unfamiliar with plasma and the 
therapies produced from plasma fractionation. In the United 
States, there are over 400 FDA-licensed plasma collection facilities 
and five principal pharmaceutical firms engaged in plasma frac- 
tionation. 

U.S. plasma collection facilities perform approximately 13 million 
plasmapheresis donor collection procedures annually and provide 
60 percent of the world’s need for plasma. Source plasma is the 
noncellular fluid portion of the blood that is used as a raw material 
in the production of plasma-based therapies. 

Plasma-based therapeutics are used in the treatment and diag- 
nosis of many conditions, such as heart surgery, immune disorders. 



182 


hemophilia, bums, trauma, and to provide protection against dis- 
eases such as Hepatitis B, ^ disease, and tetanus. 

With regard to the lOM report, our members have carefully ana- 
lyzed its 14 recommendations. While we support in principle many 
of the lOM recommendations for improving prospective Federal 
regulation of blood and plasma-based therapeutics and do not wish 
to dwell on the negative, we must clearly state for the record that 
many of the lOM’s findings and conclusions are without foundation 
and are incorrect. 

We would like to ask the following qualifications be kept in mind. 
Throughout its report, the lOM variously refers to “industry” with- 
out distinguishing blood banking organizations, which collect blood 
for transfusion, from the ABRA membership, which collects plasma 
and processes plasma-based therapies used for treatment and diag- 
nosis of many conditions previously mentioned. The lOM commit- 
tee’s confusion of these groups’ identities has resulted in inaccura- 
cies in the report. 

The recommendations are largely a restatement of desirable ac- 
tivities, responsibilities, and objectives traditionally vested in them 
and pursued by the HHS agencies. Implementation of these activi- 
ties, responsibilities, and objectives under the mechanisms pro- 
posed by the lOM recommendations could not have prevented the 
spread of HIV through blood and plasma-based therapeutics. 

The essential tru% is that it was a lack of information, not a 
lack of mechanism by which to process information, which was the 
central impediment faced by decisionmakers confronting the AIDS 
mystery in the early 1980’s. 

The practical value of any recommendations obviously will de- 
pend on the details of their implementation. We have attached, as 
I mentioned, our specific responses point by point to the rec- 
ommendations, and I will go through them as is appropriate. 

We would like to remind the subcommittee that the lOM report 
is a retrospective interpretation of events that occurred during the 
early 1980’s. The lOM did not examine blood regulation or policy 
since 1986; that is, the report did not address all that has been 
achieved in the last 10 years. 

Secretary of Health and Human Services Donna Shalala elo- 
quently stated before this subcommittee that upon issuance of the 
report, lOM cautioned, “The danger of hindsight is unfairly finding 
fault with decisions that were made in the context of great uncer- 
tainty.” We agree with the caution emphasized by the Secretary 
and support her desire not to examine the past to assign blame, 
but rather to ensure a safer blood supply in the future. 

We will discuss the strides industry has made since the early 
1980’s. There are three general examples I would like to highlight 
our accomplishments. 

Plasma collection facilities and fractionators have invested a sig- 
nificant amount of time, effort, and financial resources on proactive 
programs and standards which exceed FDA regulator mandates. 

Two programs which illuminate the strides that industry has 
made to further increase the safety of plasma-based therapies are 
the Quality Plasma Program (QPP) and the National Donor Defer- 
ral Registry, which we refer to as the NDDR. 
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QPP is a certification program developed by the industry to rec- 
ognize plasma collection facilities which strive for the highest 
standards of excellence in their donor choices and facility oper- 
ations. 

To qualify for the QPP certification, a facility must comply with 
standards which exceeds FDA regulatory requirements, such as ad- 
ditional educational requirements to exclude potential high-risk do- 
nors, exclusive use of community-based donors, employee training 
standards, laboratory testing standards, viral marker rate limits, 
drug testing of all donors, and facility maintenance standards. QPP 
standards are enforced through a biannual inspection by independ- 
ent third-party inspectors. 

Additionally, all QPP-certified facilities must use a computer 
safety network called the National Donor Deferral Registry. The 
NDDR was designed by the industry to be used by plasma collec- 
tion facilities to check all new donors against a computerized list 
of permanently deferred donors. 

Plasma collection facilities access the NDDR via an 800 tele- 
phone number and are able to inquire if a potential donor is on the 
nationally list of permanently deferred donors through an auto- 
mated system. 

When checking a potential donor’s status against the NDDR, 
users are informed whether or not the donor candidate is on the 
national deferral list. This national computerized system is an ad- 
ditional safety net designed by the plasma industry to further im- 
prove the safety and quality of plasma-based therapies. 

Next, donor screening continues to be updated with the introduc- 
tion of newer, more sensitive, and more accurate screening tests. 
Industry has implemented a new donor screening test on average 
every other year for the past decade. 

Since the early 1980’s, plasma collectors have implemented addi- 
tional screening tests as they became available for ALT, as you 
heard earlier, which is now in controversy; HIV-1; subsequently, 
HIV-1 md 2; Hepatitis C; and, as soon as the test is licensed, we 
do anticipate compliance with HIV antigen, despite the controversy 
associated with plasma. 

Research and development activity has not slowed since the ad- 
vent of viral inactivation technology in the early 1980’s. Industry 
has aggressively pursued, as you’ve heard, and implemented new, 
innovative viral inactivation and removal technologies, such as af- 
finity chromatography purification, solvent detergent processes, 
and the same companies have, throi^h breakthroughs in bio- 
technology, successfully developed and licensed recombinant coagu- 
lation concentrates. 

Mr. Shays. If I could just interrupt, can you give me a sense of 
how much longer you have? Tve tried to give you a little more lib- 
erty, since you are summarizing the view of the other four. 

Mr. Reilly. I will try and run through tdiis pretty quickly. 

Mr. Shays. Yes, we really need to summarize that. Tliank you. 

Mr. Reilly. As the president of the national trade association 
representing the plasma collection and fractionation industry, I 
would like to outline the leadership role that the industry should 
play in formulation of blood policy. 
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The future of the safety of the American blood supply is an issue 
of tantamount importance to the plasma collection and fractiona- 
tion industry, which relies on source plasma, a component of whole 
blood, as the raw material in processing plasma-based therapies. 
With regard to Federal blood policy, some of the recommendations 
of the lOM report provide fertile ground for the development of a 
better i^stem to meet the challenges of ll\e future. 

The first two recommendations, in particular, address the most 
serious allegations of the report, tnat tnere was a lack of leadership 
at the various public healtn agencies during the early 1980’s. To 
respond to this criticism. Secretary Shalala has appointed a Blood 
Safety Committee and an Advisory Council made up of representa- 
tives of industry, consumers, scientific experts, and ethicists. 

ABRA embraces these steps made by the Secretary and looks for- 
ward to fully participating on the Advisory Council. Mr. Chairman, 
you have our pledge that we will fully cooperate and participate in 
all areas of blood policy decisionmaking as outlined by the Sec- 
retary. 

Of course, we will continue to work with the Blood Products Ad- 
visory Committee, which advises FDA on blood policy. Please let 
me make one point clear, because it has been a subject of some con- 
fusion. The plasma industry does not currently and never has in 
the past had a voting membership on the Blooa Products Advisory 
Committee. 

However, please let me also make clear that we believe that plas- 
ma industry representation and expertise on BPAC is necessary 
and vital to sound decisionmaking on plasma collection and frac- 
tionation issues. Also, industry would like to have a formal liaison 
relationship with the Centers for Disease Control, which serves as 
the Nation’s early warning system about threats to the blood sup- 

^ ^et me reassure you that the plasma collection and fractionation 
industry will continue to cooperate with this subcommittee and the 
Department of Health and Human Services and Food and Drug Ad- 
ministration to further improve regulatory decisionmaking, while 
the industry will remain vigilant in its own efforts to supply only 
the safest, most effective plasma-based therapies in the world. 

I would like to thank you for the opportunity, and I’ll conclude 
and take questions. 

[The prepared statement of Mr. Reilly follows:] 

Prepared Statement of James Reilly, President, American Blood Resources 

Association 

Mr. Chairman and members of the Subcommittee, my name is James Reilly and 
I am the President of the American Blood Resources Association (ABRA), the na- 
tional trade association representing the plasma collection and fractionation indus- 
try. On behalf of the membership of ABRA, I would like to express our appreciation 
to the Submmmittee for the opportunity to submit our comments to you regarding 
the fourteen recommendations set forth in the Institute of Medicine’s Report entitled 
“HIV and the Blood Supply: An Analysis of Crisis Decisionmaking.” Also, I will pro- 
vide the Subcommittee with a sense of our accomplishments since the early l^Os 
and our continued commitment to safe and effective plasma-based therapies. 

I would like to take this opportunity to briefly describe our industry to those of 
you who are unfamiliar with ^asma and the therapies produced from plasma frac- 
tionation. In the United States, there are over 400 FDA-licensed plasma mllection 
facilities and five principle pharmaceutical firms engaged in plasma fractionation. 
US plasma collection facilities perform approximately 13 million plasmapheresis 
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donor collection procedures per year and provide 60% of the world’s needs for plas- 
ma. Source plasma is the non-cellular fluid portion of blood that is used as the raw 
material in the production of plasma-based therapies. Plasma-based therapeutics 
are used in the treatment and magnosis of many conditions, such as heart surgery, 
immune disorders, hemophilia, bums, trauma, and to provide protection against dis- 
eases such as hepatitis B, Rh disease, and tetanus. 

With regard to the Institute of Medicine (loM) report our members have carefully 
analyzed its fourteen recommendations. While we support in principle many of the 
loM’s recommendations for improving prospective federal regulation of blood and 
plasma-based therapeutics and do not wish to dwell on the negative, we must clear- 
ly state for the record that many of the loM’s “findings and conclusions” are without 
fwndation and are incorrect. We would ask that the following quahfications be kept 
in mind: 

• Throu^out its report, the loM variously refers to “industry” without distin- 
guishing hlood-banki^ organizations which collect blood for transfusions from 
the ABRA membership, which collects plasma and processes plasma-based 
therapies used for the treatment and diagnosis of the many conditions pre- 
viously mentioned. The loM committee’s confusion of these groups’ identities 
has resulted in inaccuracies in the report. 

• 'The recommendations are largely a restatement of desirable activities, re- 
sponsibilities, and objectives traditionally vested in and pursued by the HHS 
agencies. Implementation of these activities, responsibilities, and objectives 
under the mechanisms proposed by the loM recommendations could not have 
prevented the spread of HIV through blood and plasma-based therapeutics. Tlie 
essential truth is that it was a lack of information, not lack of a mechanism 
by which to process information, which was the central impediment faced by 
decisionmakers confronting the AiOIS mystery in the early 19Ms. 

• The practical value of any recommendation will depend on the details of its 
i mplementation. 

For more detailed information on our position on each of the fourteen rec- 
ommendations we have provided a point by point statement which we have attached 
for your consideration and for submission to the record. 

We would like to remind the Subcommittee that the loM report is a retrospective 
interpretation of events that occurred during the early 19808. The loM did not ex- 
amine blood regulation or policy since 1986 that is, the report did not address all 
that has been achieved in tne last ten years. Secretary of Health and Human Serv- 
ices, Donna Shalala, eloquently stated before this Subcommittee that "Upon issu- 
ance of the report, loM cautioned: The danger of hindsi^t is unfairly flnmng fault 
with decisions that were made in the context of great uncertainty.’” We agree with 
the caution emphasized by the Secretary and support her desire not to examine the 
past to assign blame but rather to ensure a safer blood supply in the future. 

I will discuss the strides industry has made since the early 1980s. Here are three 
general examples which highli^t our accomplishments: 

• Plasma rollection facilities and fractionators have invested a significant 
amount of time, effort, and financial resources on proactive programs and 
standards which exceed FDA regulatoiy mandates. Two such programs whidi 
illuminate the strides that industry has made to further increase the safety of 
plasma-based therapies are the ^ality Plasma Program (QIV) and the Na- 
tional Donor Deferral Registry (NDDR). 

QPP is a certification program developed by the industry to recognize plasma 
collection facilities which strive for the highest standards of excellence in their 
donor choices and facility operations. To qualify for QPP certification a facility 
must coinply with standards which exceed FDA regulatory requirements su^ 
as: additional education requirements to exclude potential high risk donors; ex- 
clusive use of community based donors; employee training standards; laboratory 
testing standards; viral marker rate limits; di^g testing of all donors; and facil- 
ity nmintenance standards. QPP standards are enforced through bi-aimual in- 
spections by an independent third party inspector. 

All QPP certified facilities must use a computer safety network called the Na- 
tional Donor Deferral Registry (NDDR). The NDDR was designed by the indus- 
try to be used by plasma collection facilities to check all new donors against a 
computerized national list of permanently deferred donors. Plasma collection fa- 
cilities access the NDDR via an 800 telephone number and are able to inquire 
if a potential donor is on the national list of permanently deferred donors 
throu^ an automated system. When checking a potential donor’s status against 
the NDDR, users are informed whether or not a donor candidate is on the na- 
tional deferral list. This national computerized system is an additional safety 
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net designed by the plasma industiy to iiirther improve the safety and quality 
of plasma-based therapies. 

• Donor screening continues to be updated with the introduction of newer, 
more sensitive, ana more accurate screening tests. Indust^ has implemented 
a new donor screening test, on average, eveiy other year for the past decade. 
Since the early 1980s plasma collectors have implemented additional screening 
tests as they became available for 

Alanine Aminotransferase (ALT) 

HIV-1 Antibo^ (HIV-1) 

HIV 1&2 Antibody (HIV 1-2) 

Hepatitis C Antibody (HCV) 

HlV-1 Antigen (HIV Antigen) 

• Research and development activity has not slowed since the advent of viral 
inactivation technology in the eariy lOSOs. Industiy has aggressively pursued 
and implemented new innovative viral removal and inactivation technologies 
such as aflinity chromatography purification, solvent detergent processes, and 
the same companies have, through breakthroughs in biotechnolo^, successfully 
developed and licensed recombinant coagulation concentrates. Industry has con- 
tinually researched, updated, and improved viral removal and inactivation tech- 
nologies and therapies as modem science would allow. 

Finally, I will address the future of blood safety and the plasma industry’s role 
in blood safety. 

As the President of the national trade association representii^ the plasma collec- 
tion and fractionation industiy I will outline the leadership role that the industry 
will play in the formulation of blood policy. I will leave the details of our research 
and development of new and innovative fractionation technologies to the fractiona- 
tion experts who sit ^fore you on this panel. 

The future safety of America’s blood supply is an issue of tantamount importance 
to the plasma collection and fractionation industry which relies upon Source Plas- 
ma, a component of whole blood, as the raw material in the processing of plasma- 
based therapies. With regard to federal blood policy, some of the recommendations 
in the loM rewirt provide fertile ground for the development of a better system to 
meet the challenges of the future. 

The first two recommendations address the moat serious allegations of the report, 
that there was a lack of leadership at the various public health agencies during the 
early 1980s. To respond to this criticism the Secretary has taken firm steps by ap- 
pointiitf a Blood Safety Director (Dr. Phil Lee, Assistant Secretary of Healui), a 
Blood Safety Committee, and an Advisory Council made up of representatives from 
industiy, consumers, scientific experts, and ethicists. 

ABIm embraces these steps made by the Secretary and looks forward to fully par- 
ticipating on the Advisory Council. As the Chairman knows, this industiy has a 
wealth of knowledge and expertise and we are eager to share this information in 
the hopes of formmating better blood polity based on sound science. Mr. Chairman 
you have our pledge that we will fully cooperate and participate in all areas of blood 
poli^ decisioiunaking as outlined by the ^cretary. 

Of course industry will continue to work with the Blood Products Advisory Com- 
mittee (BPAC) which advises the FDA on blood policy. Please let me make one point 
clear, because it has been the subject of some confusion, the plasma industry does 
not currently and has never in the past had a voting member on BPAC. However, 
please let me also make clear that we believe that plasma industry representation 
and expertise on BPAC is necessary and vital to sound decisionmaking on plasma 
collection and fractionation issues. 

Also, industry would like to have a formal liaison relationship with the Centers 
for Disease Control (CDC) which serves as the nation’s early warning ^stem about 
threats to the blood supply. 'The plasma collection and fractionation industry would 
like to offer its services to the CDC working group on blood safety which uie Sec- 
retary has developed to look at new or potentim threats to the blood supply. 

Let me reassure you that the plasma collection and fractionation industry will 
continue to cooperate with this Suboimmittee, the Department of Health and 
Human Services, and the Food and Drug Administratioii to further in^rove regu- 
latory decisionmaking. Meanwhile, industry will remain vigilant in its efforts to sup- 
ply only the safest and most eflicacious plasma-based therapies in the world. 

Finally, ABRA and its members wish to acknowledge the lose and suffering that 
HIV has brought to the entire hemophilia community. We speak of thu loss with 
reluctance, recognizing that only by personal experience can one appreciate its true 


magnitude. 

Thank you for the opportunity to testify here today. If you have any questions I 
will be happy to attempt to answer them. 
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ABRA Response to the Fourteen Recommendations Included in the Institute 
OK Medicine’s (IoM) Report 

INTRODUCTION 

The American Blood Resources Association (ABRA), the national trade association 
representing the plasma collectors and fractionators, has analyzed the recommenda- 
tions made by the Institute of Medicine (loM) in its report entitled “HIV and the 
Blood Supply: An Analysis of Crisis Decisionmaking.” ABRA supports in principle 
many of the loM’s recommendations for improving prospective federal regulation of 
blood and plasma-based therapeutics. Yet uie following qualifications must be kept 
in mind: 

1. Many of loM’s “findings and condusions* are without foundation and are 
incorrect. Consequently, ABRA cannot endorse them. 

2. The practical value of any recommendation will depend on the details of 
its iimlementation. 

3. Throu^out its report, the loM variously refers to “industiy” without dis- 
tinguishing blood banking organizations which collect blood for transfusions 
from the ABRA membership which collects plasma and processes plasma-based 
therapies used for the treatment and diagnosis of many conditions, including: 
bum, shock, heart surgery, immune disorders, hepatitis, and hemophilia. The 
loM committee’s confusion of these group’s identities has resulted in inaccura- 
cies in the report. 

4. The recommendations are largely a restatement of desirable activities, re- 
sponsibilities, and objectives traditionally vested in and pursued by the HHS 
agencies. 

5. Implementation of these activities, responsibilities, and objectives under 
the memanisms proposed by the loM reconunendations could not have pre- 
vented the spread of HTV. The essential truth is that it was a lack of informa- 
tion, not lack of a mechanism by which to process information, which was the 
central impediment faced by decisionmakers confronting the MDS mystery in 
the early 1980s. 

II. ABRA’S RESPONSE TO THE IOM RECOMMENDATIONS 

Below is a response prepared by ABRA to each of the loM’s fourteen recommenda- 
tions: 

Recommendation 1: The Secretary of Health and Human Services should des- 
ignate a Blood Safety Director, at the level of a deputy assistant secretary or hiAer, 
to be responsible for the federal government’s efforts to maintain the safety of the 
nation’s blood supply, 
and 

Recommendation 2: The Public Health Service (PHS) should establish a Blood 
Safety Council to assess current and potential future threats to the blood supply, 
to propose strategies for overcoming these threats, to evaluate the response of the 
PHS to these proposals, and to monitor the implementation of these strategies. 'The 
Council should report to the Blood Safety Director (see Recommendation 1). The 
Council should also serve to alert scientists about the needs and opportunities for 
research to maximize the safety of blood and blood products. The Blood Safety Coun- 
cil should take the lead to ensure the education of public health officials, clinicians, 
and the public about the nature of threats to our nation’s blood supply and the pub- 
lic health strategies for dealing with these threats. 

Response to Recommendations 1 and 2: ABRA, and surely others, support the con- 
cept of coordination between governmental agencies and the convenience of a single 
voice to express the collective views of the FDA, CDC, and NIH. It is not clear how 
the structure outlined by the IoM report would fit within the current organizational 
structure of HHS. For example, authority already exists within the PHS for meeting 
many of the t^tsks suggestecT by Recommendation 2. It is important that no proposed 
strurture simply create an additional bureaucracy; rather, it should ^ implemented 
only if by thoughttol design it can be expected to expedite and further improve deci- 
sionmaking including the approval of vital new teclmologies and products (although 
this may not be included in the charter of the Blood Safety Council as recommended 
by IoM). 

It must be recognized that the absence of a formally designated “single voice” did 
not prevent an effective response to the Hi-defined threat of AIDS in the early 
1980s. Inadequate human knowledge was the central impediment to confident deci- 
sionmaking of predictable impact. 
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Recommendation 3: The Federal mvemment should consider establidiing a no- 
fault compensation system for individuals who suffer adverse consequences from the 
use of blood or blood products. 

Response to Recommendation 3: The lanraage provided in Recommendation 3 
does not provide enough information for ABRA to take a msition. 

Recommendation 4: Other federal agencies must un^rstand, support, and re- 
spond to the CDCs responsibility to serve as the nation’s early warning system for 
threats to the health of the public. 

Response to Recommendation 4; ABRA agrees with the CDC role as described in 
Recommendation 4 and believes that the appropriate federal agencies including the 
CDC, sought to provide coordinated recommenutions with respect to AIDS during 
the early 1980s, to the extent knowledge permitted. 

Recommendation 5: The PHS should establish a surveillance system, lodged in the 
CDC, that will detect, monitor, and warn of adverse effects in the recipients of blood 
and blood products. 

Response to Recommendation 6: The CDC did, in fact, play a substantial role in 
the early days of identifying the illness later to be call^ AU)S as something new 
and unique to be contended with. ABRA supports a surveillance system within CDC 
or in cooperation with the CDC and other organizations. It is important to note, 
however, that such a system could not have prevented the blood-bome transmission 
of HIV in the early 1980s since little was known about AIDS at that time. HIV — 
the causative agent for AIDS— was not even identified until 1984. Blood could not 
be tested for the presence of antibodies to the HIV virus until 1985. 

Recommendation 6: Where uncertainties or countervailing public health concerns 
preclude completely eliminatiM potential risks, the FDA snould encourage, and 
where necessary require, the blood industry to implement partial solutions that 
have little risk of causing harm. 

Response to Recommendation 6: ABRA agrees with the conclusion that the search 
for the complete solution to risk need not delay incremental steps to mitigate risk. 
For example, education of and voluntary exclusion of plasma donors were readily 
instituted by the plasma products industry members by 1983. lobfa Recommenda- 
tion 6 makes the assumption that one can ascertain the existing level of risk and 
also the level of risk reauction that can be achieved by a particular action. AIDS 
is an example where sudi determinations could not be made. 

Recommendation 7: The FDA should periodically review important decisions that 
it made when it was uncertain about the value of key decision variables. 

Response to Recommendation 7: ABRA supports this recommendation and be- 
lieves such periodic review represents normal practice. 

Recommendation 8; Because regulators nmst rely heavily on the performance of 
the industry to accomplish blood safety goals, the FDA must articulate its requests 
or requirements in forms that are understandable and implementable by regulated 
entities. In particular, when issuing instructions to regulated entities, the FDA 
should specify clearly whether it is demanding specific compliance with legal re- 
quirements or is merely providing advice for careful consideration. 

Response to Recommendation 8; ABRA believes that the federal agencies with ju- 
ris^ction over blood and plasma-based therapies should issue clear regulations and 
distinguish between mandated reouirements and general guidance. At the same 
time, ABRA also recognizes that federal agencies need the flexibility to respond 
quickly to emergency situations. 

Recommendation 9: The FDA should ensure that the composition of the Blood 
Products Advisoiy Committee reflects a proper balance between members who are 
connected with the hlood and blood products industry and members who are inde- 
pendent of industry. 

Response to Rerammendation 9: Unlike providers of whole blood, the plasma 
fractionators have never had a voting representative on the Blood Products Advisory 
Committee (BPAC). All parties affected ov the regulation of blood and plasma-based 
therapies — ^including the fractionators — should be represented on BPAC. ABRA does 
not support the elimination of individuals simply because of their interert in a mat- 
ter althou^ their interest should be clearly articulated. In fact, such individuals’ 
expertise w often essential to effective consideration of the issues which the Blood 
Products Advisory Committee must address. This loM recommendation should he 
implemented in a manner which ensures that decisions are based on input from per- 
sons having the necessary scientific expertise, skill and knowledge. 

Recommendation 10: Tne FDA should tell its advisory committees what it expects 
from them and should independently evaluate their agendas and their performance. 

Response to Recomn»ndation 10: ABRA supports this recommendation and be- 
lieves that such a dialogue has always taken place. 
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Recommendation 1 1: The PHS should develop reliable sources of the information 
that it needs to make decisions about the blood supply. The PHS should have its 
own capacity to analyze this information and to predict the effects of regulatory de- 
cisions. 

Response to Recommendation 11: ABRA supports the concept that decisions about 
the blood supply and plasma-based therapies should be based on reliable sources of 
information if available. In the spring of 1983, the CDC, the NTH, and the FDA did 
just this — within the limits of what was then known — in issuing their joint rec- 
ommendations for the prevention of AIDS (MMWR 3/4/83). ABRA understands that 
HHS has established a joint Task Force made up of representatives from the FDA, 
CDC and NIH to respond to the recommendations of the loM report. 

Recommendation 12: When faced with a decision in which the options all carry 
risk, especially if the amount of risk is uncertain, physicians and patients should 
take extra care to discuss a wide range of options. 

Response to Recommendation 12: ABRA recognizes that the role of the physician 
is critical in providing patients with information regarding the benefits and risks, 
to the extent they are Known, associated with any course of treatment. 

Recommendation 13: The Department of Health and Human Services should con- 
vene a standing expert panel to inform the providers of care and the public about 
the risks associated with blood and blood products, about alternatives to using 
them, and about treatments that have the support of the scientific record. 

Response to Recommendation 13: ABRA agrees that providing forums for a discus- 
sion of various clinical approaches is desirable and recommends that the HHS Task 
Force evaluate mechanisms already in place to provide this function. We also sug- 
gest that the Task Force evaluate possible mechanisms for dissemination of useful 
literature and information. 

Recommendation 14: Voluntary organizations that make recommendations about 
using commercial products must avoid conflicts of interest, maintain independent 
judgment, and otherwise act so as to earn the confidence of the public and patients. 

Response to Recommendation 14: Members of ABRA have responded, and will 
continue to respond, to requests from voluntary organizations for earmariied funds 
to support such worthwhile projects as educational publications and sununer camps 
for children with hemophilia. Tne loM’s apparent suggestion that funding such ac- 
tivities somehow taints these organizations is untrue and offensive. 

Mr. Shays. I thank you. I want to say for the record that we ap- 
preciate your cooperation. This is a new area for this committee in 
some instances, not new for some of the staff, but new for me, in 
particular. Your industry has been very cooperative with the com- 
mittee, and it’s appreciated. 

I’m going to start with Mr. Souder. I will just say that when I 
heard Dr. Satcher’s comments, what I was struck with was the 
sense that we can have the danger of being overconfident in this 
area. I mean his testimony is replete with instances of concern 
about the sense that we thought we were on our way and find that 
we are — I use the analogy of a defense system — ^but that we’re 
under heavy assault. 

'There’s a sense of confidence that I’m getting from the panel, 
which I’m not quite sure I share, and I’m going to be interested in 
pursuing that a little bit. Mr. Souder. 

Mr. Souder. How are the blood product manufacturers address- 
ing the transmission of nonlipid enveloped viruses, such as the 
parvovirus, which are not affected by the current viral inactivation 
technologies? Dr. Feldman, do you want to start? 

Mr. Feldman. Fred Feldman, Armour. Part of what I listed in 
my presentation was the effort to develop broad methods of re- 
moval beyond just inactivation steps. Since not all viruses are the 
same, some of them will be susceptible to one treatment, like a pas- 
teurization step or a solvent detergent step, but others won’t be. 

In advance, to try to tailor a specific purification or therapeutic 
process to account for the future, we have to anticipate other cat- 
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egories of agents that might come in. And so, what we’ve tried to 
do is we’ve tried to bring into that wider safety nets. 

One of these safety nets is purification processing that isn’t de- 
signed specifically to handle the heat sensitivity of a virus or its 
lipid envelope. It’s designed to separate the therapeutic we want 
and to remove potential contaminants, whether tdie^re viruses that 
we know about or viruses that could yet come in that process. 

The other method that we’ve tried to employ is the incoiporation 
of ultrafiltration processing. It’s something other manufacturers 
around the world are trying to incorporate. It’s sometimes called 
Nanofiltration. The principle is simple. The principle is that the 
therapeutic that we want can be passed through a membrane. The 

{ »ores are small enough to allow it passage, but viruses, especially 
arger viruses, are kept behind. 

We have pioneered in how to do that. We have validated the 
process to the satisfaction not only of the USFDA but other inter- 
national agencies, as well, and we believe that processes like these 
offer the b^st potential for protecting against future agents that we 
may not know how to characterize today. 

Mr. SouDER. Dr. Tutwiler, did you have anything? 

Mr. Tutwiler. Well, I can add very little, except to confirm ev- 
erything that he said. We’re also looking at Nanofiltration in great 
detail. Of course, it’s quite easy to do at the laboratory scale, and 
sometimes the challenge, of course, is to scale it up and malce it 
applicable at the production scale. 

Of course, we mentioned before that heat, itself, is quite effective 
against viral parvovirus and the nonlipid-coated viruses. The prob- 
lem, of course, is that that often inactivates the actual therapeutic 
proteins. 

So that’s why we have been looking at other ways to commit en- 
ergy during our production process separate from heat, such as 
microwave or ultraviolet light with certain chemicals, to see if they 
might be effective in killing those nonlipid-coated viruses. 

To date, those processes naven’t been particularly successful, and 
I would agree with my colleague that, in fact, separation tech- 
niques seem to be the most effective. We find that certain precipi- 
tation steps that we’ve been adding to our purification processes 
also are very, very effective in removing these nonlipid-coated vi- 
ruses. 

Mr. SouDER. Dr. Gomperts. 

Dr. Gomperts. ConCTessman Souder, Baxter believes that this is 
an important issue. 'There are no simple answers. Nanofiltration 
will certainly be effective for certain protein concentrates, and in 
the case of Factor VIII, for example, useless because of the size of 
the virus and the size of the protein. 

These particular viruses tend to be particularly resistant and, 
therefore, simple physicochemical procedures to inactivate them 
clearly have the potential to damage the therapeutic proteins 
which I alluded to. Consequently, I feel that although I believe that 
our products are safe today, from the point of view of these agents, 
they at this time do not seem to be a major threat to the population 
at large. 

However, it is an issue, and in order to develop technologies, 
apply them, evaluate them, the approach that I recommended, that 
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Baxter has recommended, from the point of view of collaboration 
and interaction to maximize the knowledge base, I believe is very 
important. 

Mr. SouDER. Thank you. Also, a number of you have touched in 
detail, some less so, but would you say which new safety measure 
each of you would cite as the most important to implement within 
the next 1 to 5 years? Mr. Foumel. 

Mr. Fournel. Well, that’s a difficult question to answer. It de- 
pends on the specific pathogen you’re speaking about. It depends 
upon the specific product you’re speaking about. 

Certainly, at the moment, I believe we can say that thermal 
methods, heating, and solvent detergent type chemical treatments 
are the most effective methods that we currently know work in vir- 
tually all products they’ve been tested in, with the caveats that 
have been mentioned by others with respect to the potential for al- 
tering the particular protein in a way that then renders it ineffec- 
tive or, in fact, even dangerous to the recipient. 

But those two methodologies, along with a good GMP, a good 
manufacturing process for establishing and vmidating particular 
steps for the removal of particular agents are probably the most 
likely to be implemented. Many already have been, but are likely 
to be implemented in the short term for all of the processes we do. 

Mr. SOOTER. Dr. Feldman. 

Mr. Feldman. I agree that this is a difficult question. I guess the 
question could be divided into, are we trying to extend our methods 
toward the kind of viruses that we know about, or are we trying 
to address agents that may yet come that we can’t characterize? 

I feel that if we had to focus on only a few areas — and I think 
all of us need to focus on testing, inactivation, elimination, and 
monitoring of donor populations, all of them — ^that probably the 
most productive for dealing with agents that we don’t know about 
are developing broader based methods for testing the donor popu- 
lation and working toward separation methods, as opposed to spe- 
cific virus-killing methods. 

I think we have good methods at hand for killing viruses, but I 
think what we have to assume for the future is that if we want to 
protect the blood supply and plasma products against worst-case 
scenarios, that those agents that could come at us are resistant to 
the methods that we know, are small, difficult to deal with, and 
that’s we, I believe, all are trying to anticipate are broader based 
general methods to deal with the most difficult of the cases that 
there are. 

Mr. SouDER. Any of the others want to comment on what you 
think, where you think the priorities are? Mr. Chairman. 

Mr. Shays. I thank the gentleman. One of the issues that con- 
cerns me is the reduction in the plasma pool size and the sense 
that it would have provided greater safety for hemophiliacs and 
other patients who are truly dependent on treatments involving a 
large pool of plasma. 

What I’m interested in is the sense that the Institute of Medi- 
cine’s report, that there are some issues you agree with and some 
that you don’t agree with. One of their recommendations is that, 
potentially, you consider reducing the pool size. I would like each 
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of you to respond to why we wouldn’t do that. Can we start with 
you? 

Mr. Fournel. This is a very complicated issue, as I’m sure you’re 
aware. 

Mr. Shays. Can I just understand your definition of “com- 
plicated.” Is it a complicated issue — and I don’t mean any dis- 
respect for this, because this is a factor in the process — but is it 
a difficult issue because of the finances involved in the cost of re- 
ducing it — ^which has to be considered — or is it a difficult issue for 
something else, some other reason? 

Mr. Fournel. That, among other reasons. 

Mr. Shays. OK. You need to tell me why it’s a difficult issue. 

Mr. Fournel. Sure. I don’t know how much time you’re going to 
allow me. Let me just say, we, of course, as our corporation, as well 
as. I’m sure, all of my colleagues, would never reject an opportunity 
to improve the safety of either the input material or the final prod- 
uct. 

As you may be aware, what occurs in the processing of plasma 
is that, first of all, a large number of donors contribute to a single 
pool. 

Mr. Shays. Right. 

Mr. Fournel. And that pool is subjected to fractionation, during 
which time intermediates are collected and are subsequently pooled 
in the generation of a specific product. So one actually ends up 
with an amplification such that you can, in fact, get, as the lOM 
report cites. 

Mr. Shays. Let me put it in my own words. You’re saying, as you 
get this large pool and you take out parts of it, you need a large 
enough amount to be able to do that. Is that your comment to 
make? 

Mr. Fournel. The intermediate, in and of themselves, may not 
be of sufficient volume to make it commercially feasible to produce 
the final product alone. 

Mr. Shays. So you at least have to get to that threshold. 

Mr. Fournel. "That’s right, yes. 

Mr. Shays. OK 

Mr. Fournel. And then, as the lOM report sates, you can end 
up with many thousands of donors actually contributing to the con- 
tent of one particular product. 

Mr. Shays. Right. 

Mr. Fournel. OK So, with that in mind, it is clearly worthwhile 
to consider reducing a number of donors in a given pool in order 
to achieve a smaller number at the end, as I think was stated ear- 
lier. 

However, it needs to be remembered that when a hemophiliac, 
for example, is receiving therapy, they receive it over their lifetime. 
So, in the course of a year, they receive a certain number of vials, 
let’s say, from a certain number of batches of material. 

Now, for example, if we had to go to smaller pool sizes or smaller 
final product donor contributions, the number of individual lots 
that we would have to make in order to provide the same supply 
would have to increase and, therefore, the likelihood that a given 
recipient would use more lots would also increase. So it’s a very 
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complicated statistical or numerical equation that we have to bal- 
ance here. 

Having said that, let me say that we rely at Bayer — and, again, 
I believe the industry as a whole would agree — we rely upon the 
efficiency of our processes for manufacture to reduce the risk of 
pathogen transmission to the recipients. So these viral inactivation 
strategies, these purification methodologies, all of these tech- 
nologies that we apply to the products, are really what we believe 
are the primary safeguard for the safety of the products that we 
provide to the individuals. 

So, while we concur that screening of plasma is very important 
and it reduces the risk of transmission — and again, we are still 
looking at, and I don’t want to say that we reject the idea of small 
pool sizes — ^but I want to say that our processes are really the ones 
that — or our process area is where we really rely on demonstrating 
safety. 

I would want to point out that, particularly in hemophilia, as 
well as in most of the other cases for our company, at least, we 
simply cannot make enough of our lifesaving me&cines to treat the 
demand that exists. We are doing everything we can to meet that 
demand, but right now, in virtumly all — I think maybe one of our 
products — we are on, basically, an allocation. We can’t supply the 
need. 

Mr. Shays. And what’s the cause of that? You can’t get enough 
what? You don’t have the production capacity? 

Mr. Fournel. Part of it’s the amount of plasma available. Part 
of it’s our manufacturing capacity, yes. 

Mr. Shays. OK. 

Mr. Fournel. And so, if we go to smaller pool sizes, the ultimate 
consequence of that is that well probably have less material avail- 
able, because we’ll have to fractionate in smaller batches. 

We’ll have to do — the testing that we do remains the same, but 
if, instead of testing — if you take 200 vials, let’s say, in order to do 
a test on a lot, if a lot is comprised of 10,000 vials currently, at 
the pool size that we’re working with, you reduce the pool sizes 
now that a lot only has 1,000 vials in it, we still have to test 200 
vials for safety, all of the quality assurance tests we do. 

So it means, ultimately, less material is available for the patients 
at the end that really need it. So I’m not trying to say that we, at 
least, at Bayer, would reject the idea of smaller pool sizes, but I 
would simply want to illustrate that it’s a veiy complicated issue. 

'The answer — and again, for us, the primary source of safety, we 
believe, in the product is in our manufacturing processes. 'That 
really mitigates to some degree against the advantages to a smaller 
pool size. 

Mr. Shays. You’re basically one of five companies in this busi- 
ness? I mean, are we looking at five, primarily? 

Mr. Fournel. In the United States, yes. 

Mr. Shays. Yes. 

Dr. Gomperts. The issue of pool size is an important one that 
Baxter has looked at. Safety is foremost in our whole production 
and manufacturing of our products. However, when we look at the 
pool size issue, we have to look at it in somewhat detail and depth 
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and understand what the impact of reducing pool size will have on 
both the efficacy and the safety of our products. 

This particularly applies to the intravenous immime globulin. 
What this product contains is antibodies from all these donors, and 
the larger the pool of donor, the more efficacious, the more active 
and more important to inaividuals who require these products, 
such as individuals with primary immune deficiency and other im- 
mune disorders. 

And while the Hemophilia Foundation and hemophiliacs are very 
active, very strident, about decreasing donor pool size, the primary 
immune deficient individuals and their foundation are equally in- 
sistent about not decreasing pool size. So, as far as 
immunoglobulins are concerned, it would be a serious change in ef- 
ficacy issues to decrease the pool size in this situation. 

A second issue, from the point of view of safety. Our screening 
of donors, testing samples of plasma from them, the production 
process, the viral activation procedures, we believe, are particularly 
effective in the major blooa-bome viral pathogens of HIV, HBV, 
and HCV. However, if one looks at the impact of, potentially, one 
individual with virus contributing to a small pool, the potential 
titer, the amount of virus in that pool, would be much higner than 
in a situation of a much larger pool. In other words, the dilution 
effect would be lost. 

So we see, on the basis of the issue of efficacy of IVIG, and the 
potential dilution effect, that these are important issues. I must 
conclude in stating that Baxter is looking at this issue and, in fact, 
has taken steps to decrease pool size where efficacy and safety are 
not impacted. 

Mr. Shays. Any additional kind of response? Yes. 

Mr. Feldman. Mr. Chairman, if I could, I think that it’s an im- 
portant question, and the answers to you should be as direct and 
simple as possible. 

Mr. Shays. I emphasize the simple part. [Laughter.] 

Mr. Feldman, Simple. I disagree with nothing that has been said 
so far, but I believe that the answers really have to come to two 
questions that are parts of what you asked. The first question is, 
does it make it safer to make a smaller pool size? And the second 
question is, can we do it? What are our logistical problems? 

With regard to, does it make it safer, I, myself, can’t really pro- 
vide you with data, but I can tell you that the best information 
that I’ve seen has come from a presentation given by the FDA this 
last summer in a Blood Product Advisory Committee. 'That presen- 
tation was given by Dr. 'Thomas L^^ch, and it was a very thoujght- 
fiil and statistical calculation of risks as a function of pool sizes. 

My understanding of it was that, once you get above a certain 
size — and the size is very small, 100 donors or less — ^that when you 
get to 500 liters or 1,500 liters, or 15,000 liters or more, the risk 
has reached plateau, that there is no incremental benefit from 
going from current manufacturing scale batches to small scale, 
^d, if you don’t have that report, I would encourage you to obtain 
access to that. 

The second question is, can’t we do it anyway, even if, theoreti- 
cally, it may not benefit? I feel so strongly on this issue that I’ve 
presented diata to the Blood Product Advisory Committee and to 
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the FDA on the specifics of what it would do to the fractionation 
industry to move from our current batch sizes. Ours I know about 
specifically. 

I’ve modeled a batch size of 15,000 liters progn’essively down in 
steps to 1,500 liters as a batch size or 500 liters as a batch size. 
Without going into detail, what I can tell you is that the annual 
capacity from a batch size of 15,000 liters, modeling what I know, 
would give you roughly a potential product availability for Factor 
VIII of around 344 million units, enough to treat a lot of patients. 

By brinmng the batch size down from 15,000 liters to 500 liters, 
the availability of supply imder those modes of manufacture would 
give you only 12 million units per year, not enough to treat even 
a small proportion of the patients that there are today. Dropping 
down to that batch size would reduce product availability of that 
type from plasma by 96.5 percent. If there’s interest in the detail 
of this. I’m more than happy to make the tables available. 

Mr. Shays. Let me just understand something. 

Mr. Feldman. Yes. 

Mr. Shays. Under your present capacity, would you expand your 
capacity at this smaller batch size? I’m not getting that part of it. 

Mr. FELDMAN. OK 

Mr. Shays. I mean if you said to me that it become imrealistic 
because then your cost of product goes up, that’s a fair statement. 
The stupidest thing I could do would be to suggest you do some- 
thing that makes it so economically unfeasible mr a modest gain 
in smety, a tiny gain in safety. That’s not my point of the question. 
I just want to understand it. 

Mr. Feldman. Sir, the costs, no doubt, would increase. That’s no 
part of my thinking at all. What I’ve tried to address is, if costs 
weren’t ein issue, were there barriers in place — I guess what I need 
to explain to you is that at 500 liter batch size — still, apparently, 
large size — ^you only get out, roughly, 75 vials for treatment. 'That’s 
not enough. And thats before you do any testing. 

Under the best scenario that I could envision, we would have to 
test 29 vials, 39 percent of the batch. It wouldn’t leave enough to 
distribute to where the supply of product for patients in this coun- 
try was solvable. 

Mr. Shays. Well, see, you make an assumption that I knew that 
the product you test, you can’t use. So anything that you test is 
notr-— OK 

Mr. Feldman. Testing is destructive. 

Mr. Shays. Thank you. I hear you. 

Mr. 'Tutwiler. Well, I would just say that Alpha really confirms 
our analysis of that same issue. I mean, almost point by point, all 
the points that have been made today, I would totally agree with. 

Mr. Reilly. Just like to make a couple of additional statements. 

Mr. Shays. Sure. 

Mr. Reilly. The first point that I think should be considered, 
too, is that the issue really is patient exposure to donors. How do 
you reduce the number of donors that a patient is exposed to? Re- 
ducing the lot size, while, if you look at it in the context of a single 
lot, looks like a good outcome, one of the results is the patient then 
is exposed to multiple lots. And that calculation has not been as- 
sessed, whether they in fact really get lower exposures. 
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The second thing is that it's always important — we consider a 
supply to be a safety factor, and as Dr. Feldman has outlined, just 
the amount of product that has to go to lot testing moves from 
about 2 percent at 15,000 to 39 percent of the total production at 
500 liters. 

The last comment I wanted to make was with regard to cost, be- 
cause it came up in the context of this discussion, and it also came 
up in previous panels. I think if you were to go back through the 
record for the plasma industry ana look at where we’ve testifmd be- 
fore Blood Products or in any other public arena, it would be very 
rare, if ever, that you would see us raising the issue of cost. 

The question is science and technology. If the science and tech- 
nology support that a product can be made safer, that’s the direc- 
tion we will go. 

Mr. Shays. Let me ask you this. If you find that there is an in- 
fected pool, how often does that happen? 

Mr. Reilly. I guess we have a difficult time defining exactly 
what an infected pool means. 

Mr. Shays. Well, not usable. 

Mr. Reilly. I think when we find that a unit has been intro- 
duced into a pool, through look-back procedures or some other 
method, an assessment is made whether having that unit in the 
pool jeopardizes the safety of that product, and then appropriate 
actions are taken in consultations with the FDA and other refevant 
parties. 

Mr. Shays. I’m having a little trouble understanding. How often 
do you find that a pool, a particular unit, has been contaminated 
in some way? You know, I ask the industry this. I mean, is it so 
infrequent as to be a mmor event? With all the people that are con- 
tributing to this, I would think that this would happen periodically. 

Mr. Feldman. Maybe I can have a try at that. 

Mr. Shays. OK. 

Mr. Feldman. All of us operate according to look-back procedures 
that are established by the FDA, which means that if a donor tests 
negatively and his product is incorporated, his plasma goes through 
the process of manufacture for processing, that we continue to proc- 
ess. 

When a donor comes back — ^he’s a repeat donor — and, on the 2nd 
trip, the 3rd trip, the 20th time that he comes to donate, that he’s 
found to be positive for, for example, HIV, that the exercise we do 
is go back and look and see if that prior plasma that was negative 
is still within our control, if it’s at our centers, if it’s in our freez- 
ers, if it can be removed before processing, and if it can, then we 
remove it. 

If we cannot, then we continue to process. But everything that 
has gone into the pool has already tested negative. Despite that — 
and, as I think, what you’ve heard from us as a whole is that we 
all assume that there can be an infectious unit in the pool, and, 
in order to guard against that, we have incorporated increasing 
layers of safety based on the mechanisms we’ve talked about — inac- 
tivation, virus elimination, and our attempting to increase the effi- 
cacy of those for other agents that there could still be. 

Mr. Shays. How many donors contribute to a large pool? How 
many donors are we talking about? 
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Mr. Feldman. If you’re addressing me, sir. 

Mr. Shays. Yes. 

Mr. Feldman. For our vat size, for a commercial factory, we op- 
erate at around 15,000 liters. 

Mr. Shays. And 15,000 liters, is how many donors? 

Mr. Feldman. Oh, around 18,000 donors. 

Mr. Shays. OK. 

Mr. Feldman. That’s from plasmapheresed plasma. If we utilize 
plasma recovered from whole blood, because the volume that’s col- 
lected is smaller, then that’s an area we would have a pool size of 
around 60,000 donors. 

Mr. Shays. Is that consistent for the industry, basically? 

Dr. Gomferts. Approximately. 

Mr. Feldman. Depending on whether we utilize plasma as a 
source or plasma recovered from whole blood. 

Mr. Shays. But, basically, depending — ^it’s 18,000 to 60,000. 
That’s pretty much the industry? 

Mr. Tutwiler. 11,000. 

Mr. Shays. 11,000? OK Is this proprietary knowledge, or is this 
basic stuff? 

Mr. Feldman. I think we generally know that we all operate at 
industrial scales. The exact size, I think, none of us have really 
shared, but we’ve discussed that in open fora, including Blood 
Product Advisory Committee. 

Mr. Shays. Which raises the question — I mean, I don’t want to 
get off this question, because I really want to nail down one thing. 
If you had one donor who was HIV positive who somehow slipped 
into the system, would that mean that the entire vat was defective 
and infected? 

Dr. Gomperts. Yes. 

Mr. Tutwiler. You mean the plasma, itself, the pool of plasma? 

Mr. Shays. Yes. 

Mr. Fournel. Yes, before it has been processed. 

Dr. Gomperts. Yes. 

Mr. Shays. Well, after it has been processed. 

Mr. Fournel. No, not after it has been processed. 

Mr. Feldman. No. 

Mr. Shays. OK 

Mr. Fournel. That’s what I was saying earlier, that we rely on 
this manufacturing methodolo^ to take care of the inadvertent ac- 
cidents such as you described that might happen. 

Mr. Reilly. One of the things you might want to understand is 
that the simple lo^stics of collecting it and shipping and of proc- 
essing of plasma give you a window of opportunity to remove the 
unit. We Imow that the window of infectivity, for instance, for HIV 
is approximately 4 weeks. 

If you have a donor who is a repeat donor, and you get a positive 
result, and you want to go backwards and pull the units which pre- 
viously tested negative, you have an opportunity prior to pooling to 
pull those units. 

So the likelihood that the unit that actually went in the pool was 
in fact infectious is very low, and we know that through out viral 
inactivation removal processes, we can clearly show the capacity to 
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kill whatever limited number of units might have gotten through 
that system. 

Mr. Shays. Let me just ask you, on the issue of sharing, if one 
of you develops a breakthrough, why wouldn’t it be in our Nation’s 
best interest for you to share that with your competitors? 

Dr. Gomperts. That does happen. 

Mr. Shays. Give me an example. 

Dr. Gomperts. The heat treated process that Baxter developed 
was shared. It’s cross-licensed. The immunoaffinity 
chromatographic system that Baxter developed is cross-licensed 
with a large number of different fractionators across the world. 

Mr. Shays. And you share them? Do you have a patented process 
that, then, you receive a benefit from? And then, are they being 
used by some of the other companies here? 

Dr. Gomperts. Yes, that is correct. 

Mr. Shays. Can others of you share? 

Mr. Feldman. In fact, we obtained a patent for the 
immunoaffinity processing use of monoclonal antibodies that are 
used not only in today’s ^asma-derived products, but recombinant 
products, as well, and that is also being accessed by other 
fractionators. So it is not unusual for technology to be available to 
other manufacturers. 

Mr. Shays. Do our antitrust laws prevent you in any way from 
sharing this kind of information? Is there anything the government 
does to make it more difficult in this way? 

Dr. Gomperts. What the antitrust laws do prevent is industry 
sitting around sharing data, information, developing strategy, be- 
cause of the potential fear that Department of Justice may see such 
interactions as contravening the antitrust laws. 

Mr. Shays. Are your basic products all pretty much sold at the 
same price? 

Dr. Gomperts. Approximately. 

Mr. Shays. So does there become, if you develop a system which 
helps you reduce costs, does that become a challenge for you in 
terms of sharing that benefit with others? 

Mr. Reilly. As a system that just reduces costs, I think that yes, 
it becomes a competitive issue. 

Mr. Shays. Pardon me. 

Mr. Reilly. If it’s a system that simply reduces costs, yes, it’s a 
competitive issue. 

Mr. Shays. Yes. 'Then the challenge, though, is if it reduces costs 
and also provides a better screening process, then how would you 
deal with that? 

Mr. Reilly. Well, I think what you’ve heard the gentlemen say 
here is that once the technique, whether it’s a new technology or 
some scientific breakthrough, is developed and — ^fully developed, 
they do frequently cross-license, and they do cross-utilize the tecVi- 
nology. 

I think if you try to address the question of the antitrust laws, 
they’re more a question of the up-front sharing, the question of 
joint research and sharing of information in advance of the tech- 
nology being available. 

Mr. Shays. Yes, Dr. Feldman. 
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Mr. Feldman. Mr. Chairman, this is an area where all of us pub- 
lish and all of us want to be at the forefront of advances and want 
it to be understood that we’re attempting to do those things. We’re 
all alike in that respect. 

I think what you would find, if you surveyed the literature or 
marketing activities, if you would, would be that as soon as we 
have something that looks good, we tell publishers, ioumals, sci- 
entific conferences, that we have a breakthrough, if its in viral re- 
moval. 

If it’s a new process, there are publications in advance of licens- 
ing, oftentimes. Those are the opportunities for one company to go 
to another and to obtain a license for another process that looks 
like it brings some benefit and bring it into the common good. And 
I believe that that happens. 

Mr. Shays. Let me ask you — Fm having some votes, and then I’ll 
come back for the fourth panel. I’m not quite clear. There were 
some comments made at the beginning that iust raised a question 
in my mind. You have tremendous demand tor your products; cor- 
rect? Are you meeting the demand or is the implication that you’re 
actually almost having to farm it out to certain people in other or- 
ganizations are not getting it? Is the entire demand being met? 

Dr. Gomperts. By and large, yes. 

Mr. Shays. Where isn’t it being met? 

Dr. Gomperts. Baxter is meeting the market demands as we see 
them, but we’re also adding capacity. 

Mr. Shays. You’re adding what capacity? 

Dr. Gomperts. We’re adding manufacturing capacity, specifically 
for our recombinant Factor VIII product. 

Mr. Shays. But are you all pretty much at peak capacity here? 

Mr. Feldman. There are times when demand is not being met. 
There have been times this year, in 1995, when meeting demand 
has been difficult, and particularly in regard to the CJD recalls 
that occurred with the American fted Cross and the Canadian Red 
Cross, supply was a maior problem. And because all of us are, I be- 
lieve, at full capacity, tnose of us who didn’t have a problem were 
able to meet those needs. 

If we went to a volunteer donor source, if we went to small pool 
sizes, that kind of potential would disappear. 

Mr. Shays. OK. Which raises a question that I wanted to ask, 
and that is, is there the danger that by depending not just on vol- 
unteers, but actually paying for the product, the base product, does 
that potentially endanger the supply? 

Mr. Feldman. Absolutely. If we only were able to draw upon un- 
paid donors for plasma, and that plasma recovered from whole 
blood, we would not be able to have the kind of capacities we need 
and that the patients need. 

The second question is, does it benefit the patient with regard to 
better viral safely, and would it have prevented the tragic contami- 
nation of Factor VIII concentrates that occurred? 

The best record of that. I believe, is in Australia, where they had 
only volunteer donors, where they operated within industry under 
tight control by government, no importation of product from the 
United States, and where hemophiliacs there seroconverted to the 
same tragic extent as in the United States. There are better ways 
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to go, and there are things that we can do, but those two issues 
aren’t part of the answer, I believe. 

Mr. Shays. Let me just end, Mr. Reilly. I am concerned that we 
have the Secretarj^ of Health and Human Services basicallv saying 
that she agrees with all the recommendations of lOM ana you all 
making specific responses to the 12 recommendations and not 
being favorably inclined for a number of them. 

I need to sort out with each of you — and I’m going to ask you to 
provide this to us in a written statement — where, specifically, each 
of your companies agree with each of the 12 recommendations and 
where you disagree. I don’t want to depend on the association. 
Then I will just tell you, the basis for our next hearing will be to 
just really try to sort out that issue. 

That’s very important to this committee. The point would just be 
that that would be a question that I publicly asked for. So we may 
follow up in written request and would ask for your continued co- 
operation in that respect. 

I’m ve^ grateful for all of you being here and we’ll just be at re- 
cess until I return from a vote. You all are done. Thank you very 
much; appreciate it. 

[Recess.] 

[Company responses follow:] 

December 21, 1995 

The Honorable Christopher Shays 
Chairman, Subcommittee on Human Resources 
and Intergovernmental Relations 
U.S. House of Representatives 
B-372 Rayburn House Office Building 
Washington, DC 20515 

Deas Chairman Shays: 

During the November 2 hearing, “Protecting The Nation’s Blood Supply; New 
Standards to Meet New Threats”, you asked all witnesses on the industry panel for 
a forma] comment on the Institute of Medicine report, “HIV and the Blood Supply; 
An Analysis of Crisis Decision making”. Although Bayer Corporation included spe- 
cific comments on this report in our written statement and oral testimony, we have 
given the subject additional consideration. In keeping with the spirit of your re- 
quest, we respectfully offer the following thoughts. 

First, we would lite to commend you and the Subcommittee for your consistent 
and thoughtful attention to the safety of America’s blood and plasma supply. All of 
us have an abiding interest in this subject, because each of us is a potential can- 
didate for on unanticipated, yet critical, need for blood, blood components or plasma- 
derived therapies. Because the supply of these therapies is dependent on a limited 
natural resource for their base material, our society needs to ensure that this supply 
is not only as safe as it can possibly be, but also that is sufficient to meet the needs 
of those who may rely on it for their lives and health. 

With respect to the Institute of Medicine report, we would like to start by stress- 
ing that our comments are limited to the 14 recommendations, which we understand 
are particularly relevant to the Subcommittee’s interests. Overall, Bayer partici- 
pated in the creation and endorses the responses of the American Blood Resources 
Association, which have been submitted to the Subcommittee for the record. Most 
important, we believe, is the impact of implementation on the success of these loM 
recommendations. 

In our testimony at the November 2 hearing, we stated our understanding that 
the Department of Health and Human Sendees (HHS) intends to implement key 
recommendations of it’s Task Force in order to elevate blood safety issues to the 
highest levels of attention at HHS (in response to Recommendations #1 and #2). We 
also expressed our commitment to work with both the Congress and HHS to make 
a positive and substantive contribution to the deliberations of HHS’s new Advisory 
Council on Blood Safety and Availability. However, we recognize the challenges the 
Council and Blood Safety Director will face in dealing with the complex issues that 
will confront us in the future. Keeping in mind the importance of proper implemen- 
tation to the success of the recommendations, the Subcommittee may wish to statu- 
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torily establish the Council and Director and work with the Secretary of HHS on 
mutually agreeable objectives, responsibilities, and determinants and measurements 
of success. 

Also at the November 2 hearing, Bayer singled out those recommendations whidi 
we believe focus most closely on %e contributions private enterprises like ours can 
have on blood and plasma safety. We would like to reiterate our views here and at 
least point toward an issue on which the Subcommittee may be of assistance. In 
particular, Bayer supports the spirit of those recommendations which encourage the 
implementation of partial solutions to problems for which complete information is 
not yet available (Recommendation #6), along with a subsequent review of such de- 
cisions when more information has been obtained (Recommendation #7). We believe 
this is happening in the case of Creutzfeldt-Jakob Disease (C!JD). 

We also recognize that there are signiflcant obstacles to implementation of Rec- 
ommendation #6. For example, the loM report suggested the possibility of a ‘phased 
recall” as a means of ameliorating the effects of withdrawals on the supply of prod- 
uct to patients (pages 8-18, 8-19^ While this may make sense in theory, we believe 
that in practice the social, political, and legal environment makes it impossible. We 
think the Subcommittee may be able to provide some assistance in evaluating the 
problems with implementing this recommendation, perhaps using the above-men- 
tioned CJD events as an anmytical tool. 

With respect to Recommendation #8, we reconfirm our support for clear directives 
from government agencies to regulated entities and reconnrm our commitment to 
a collaborative relationship with government agencies toward the interests of pa- 
tients. Practically, we interpret all documents from the U.S. Food and Drug Adnm- 
istration which have a bearing on patient safety as directives. Such was the case 
with FDA’s August 8 letter to manufacturers regarding plasma donors at hi^ risk 
for CJD. Regaraing Recommendation #13 concerning communication, as a matter of 
corporate policy and culture, Bayer is committed to proper and responsible commu- 
nication to providers (and thereby patients) and has gone to great lengths within 
the bounds of law and regulations to communicate s^ety information. In this re- 
gard, we recognize and respect the law and regulations as authoritative guidelines 
of what is relevant to treatment/product use decisions. We hope you agree, Mr. 
Chairman, that our actions with respect to CJD are wholly in keeping with our stat- 
ed commitment. 

In closing, we respectfully suggest that, in evaluating actions contemplated as a 
result of the loM rerart, it will be imTOrtant to assess the contemporaiy environ- 
ment (the period under review in the loM report ended ten years ago). Our state- 
ment at the November 2 hearing was designed to outUne our current activities, in 
the hope of providing some guidance for the Subcommittee’s work. 

We will continue to cooperate folly with you, Larry Halloran, and Anne Marie 
Finley of your superb senior legislative staff as you continue your important work 
on behalf of the millions of Americans who must rely on a safe and adequate supply 
of blood and plasma products. We share your commitment to the hipest standard 
of healthcare. 

With best wishes, 

Michael A. Fournel 

Vice President 

Research and Development, Biotechnology and Biological Products 


January 3, 1996 

The Honorable Christopher Shays 

Chairman, Subcommittee on Human Resources 

and Intergovernmental Affairs 

Committee on Government Reform and Oversight 

United States House of Representatives 

2157 Rayburn House Office Building 

Washington, DC 20515^143 

Dear Chairman Shays: 

I am writing on behalf of Bayer Corooration regarding your December 18, 1996, 
letter to Michael Foumel requesting information on blood safety issues. 

Your first question asked lor a response to each of the recommendations contained 
in the fostitute of Medicine’s report, HIV and the Blood Supply: An Analysis of Cri- 
sis Decisionmaking. However, in response to your verbal request at the Subcommit- 
tee’s November 2nd hearing, and in the spirit of cooperation with the Subcommittee, 
Bayer already had prepared a written comment which was sent prior to our receiv- 
ing your December 18th letter. In our response, we focused only on those rec- 
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.ommendations about which we felt Bayer could offer meaninrful thou^ts and on 
which the company has taken a point of view beyond that wmch was provided in 
the American Blood Resources Association’s (ABRA’s) position on October 3, 1996. 
Therefore our letter did not specifically respond in instances where we felt the loM’s 
recommendations dealt with internal government issues, or where had noting to 
add to the ABRA resfranse. Nevertheless, we hope you find our letter responsive to 
your needs and judge it a suitable response to your first question. 

With respect to questions 2 and 3, Bayer respectfully requests a short extension 
to prepare a thorough response to your letter. I believe we can co mmi t to providing 
the information you requested by no later than Friday, January 19. 

We very much appreciate your consideration and look forward to assisting you 
and Anne Marie Finley in any way we can. 

With best wishes, 

Sincerely, 

Daniel J. McIntyre 
Director Public Policy and Public Affairs 


January 19, 1996 

The Honorable Christopher Shays 

Chairman, Subcommitiee on Human Resources and 

Intergovernmental Affairs 

Committee on Government Reform and Oversight 
United States House of Representatives 
2157 Rayburn House Office Building 
Washington, DC 20516^143 

RE: Inquiry of the Subcommittee of December 18, 1995 

Dear Chairman Shays: 

On behalf of Bayer Corporation, I am responding to the above-mentioned inquiry 
of the Subcommittee, in connection with your work relating to the safety of the na- 
tion’s blood su^ly. llus supplements our letter to vou of I^cember 22, 1995, which 
1 trust is a suflicient response to question #1. Following is information relating to 
your other two requests: 

2. Does your company currentlv import, or has your company ever imported, 
any plasma, albumin, blood, or blood products from any country other than the 
United States for use in the manufacture of any product sold in the United 
States? Please provide type of product, country of origin, and source. 

During the early 1970’s, GutterMiles imported a small amount of plasma from 
Haiti and Mexico. Plasma collection from Haiti and Mexico ceased in 1972 and 1973, 
respectively. Beginning in the mid- 1970’s, Cutter also collected plasma from a facil- 
ity in Nicaragua, which was an FDA-inspected and licensed center. Plasma obtained 
from this center was subject to the strirt procedures regarding screening and plas- 
mapheresis center operations set out in the Cutter System of Plasmapheresis and 
Qumity Assurance Fhneedures. The Cutter System of Plasmapheresis Procedures 
was approved by the FDA and is part of Cutter/Miles FDA license. We last imported 
plasma from Nicaragua in 1978. No other plasma collected from foreign countries 
went into coagulation products sold in the United States. 

3. Does your company utilize, or has your company ever utilized, any plasma, 
albumin, blood, or blood products from prisoners or prison inmates in this coun- 
try or any other country? If so, please provide all details such as dates, counties, 
and prison names. 

At one time or another, prior to 1989, our company received plasma from FDA- 
licensed plasmapheresis centerc located in various state prisons. Our company has 
at all times complied with the contemporaneous FDA regulations regarding the use 
of plasma from prison centers. (NOTE: Current recommendations are that inmates 
of correctional institutions and individuals incarcerated for more than 72 hours in 
the previous 12 months excluded as donors for source plasma.) 

From February 1983 onwari no plasma was collected from any prison facilities 
for use in factor concentrates. 'This action was taken in response to a request from 
the National Hemophilia Foundation and informal observations from regulatory au- 
thorities revealing that there was a perception that such plasma was undesirable. 

We trust that tne information in this letter is responsive to the Subcommittee’s 
request. However, if you or your staff would like to review anything further, please 
let us know. 

In closing, I would like to assure the Subcommittee of Bayer’s commitment to 
working with you, through Mr. Halloran and Ms. Finley. If there is anything further 
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you need, either in connection to our response to the Subconunittee’s request or 
other matters, please be assured that we stand ready to assist. 

With best wishes. 

Sincerely, 

Dan McIntyre 


February 14, 1996 

The Honorable Christopher Shays 

Chairman, Subcommittee on Human Resources and 

Intergovernmental Affairs 

Committee on Government Reform and Oversight 
United States House of Representatives 
2157 Rayburn House Office Building 
Washington, DC 20515^143 
. RE: Subcommittee Inquiry of December 16, 1996 

Dear Chairman Shays: 

You have asked us to expand upon our answers to questions #2 and #3 regarding 
the use of plasma from foreign and prison sources in plasma derivatives other than 
factor concentrates. We apologize for not providing the level of detail which you de- 
sired. 

With respect to ^estion #2, the only other plasma collected from a foreign source 
which went into plasma derivatives, other than described in our previous answer, 
was a small quantity of plasma obtained from the Bavarian Red Cross in Germany 
between 1992 and 1995. This center was an FDA-licensed facility, and a small 
amount of Bavarian Red Cross plasma was used in plasma derivatives other than 
factor concentrate. Some of this plasma may also have been incorporated into two 
lota of factor concentrate which were distributed in the U.S. in late 1993 or early 
1994. 

With respect to question #3 regarding the use of plasma from prison facilities, 
CutteiyMiles did obtain plasma from correctional facilities during tne 1980s, which 
was used in plasma products, other than factor concentrates. As noted in our pre- 
vious answer, ^asma from prison facilities was not collected for use in factor con- 
centrates after February of 1983. 

With best wishes. 

Sincerely, 

Dan McIntyre 


BAXTER HEALTHCARE CORPORATION’S RESPONSES TO THE HtJMAN RESOURCES AND 
INTERGOVERNMENTAL RELATIONS SUBCOMMITTEE OF THE HOUSE GOVERNMENT RE- 
FORM AND OVERSIGHT COMMITTEE 

QUESTION 1 

_ Question: What is your company’s response to each of the fourteen recommenda- 
tions in the Institute of Medicine Report, HIV and The Blood Supply: An Analysis 
of Crisis Decision Making’? 

Baxter’s Response: Baxter Healthcare Corporation (Baxter) considers the lOM 
Committee’s recommendations valuable insofar as they stimulate productive debate 
on future directions in the safety of blood and plasma-based therapies. 'The rec- 
ommendations, however, suffer from some serious limitations, the most salient of 
which — the limitations of hindsight — was acknowledged by the lOM Committee it- 
self. 

The lOM Committee was charged with reporting on events of the early 1980a. To- 
ward this objective, the lOM examined the responses of various institutions to the 
AIDS crisis in the early 19808, and theorized as to how those institutions could have 
been chanrcd to function more effectively at the time. 'The lOM Committee did not 
examine the various institutions as they now exist. As the Committee itself ex- 
plained, it “Tiased its recommendations on the institutions as they existed in the 
early 1980s, not as they exist now.” (page 8-9). Therefore, the relevance of many 
of the Committee’s recommendations to today’s world is unclear. 

^ the lOM Committee acknowledged, the early 1980s were characterized by on- 
going debate and tremendous medicd and scientific uncertainty about AIDS. Par- 
ticularly in light of the limited knowledge possessed by humankind at the time, the 
Committee is correct in observing that “[tjhe risk of hindsight is unfairly finding 
fault with decisions made by peo^e who had to act long before scientific knowledge 
became available to dispel their uncertainty.” (p. vi). Unfortunately, the lOM Com- 
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raittee — with the benefit of the 20-20 hindsight that it warns against using— draws 
a series of fundamentally erroneous conclusions from the history of the AIDS trag- 
edy. The Committee offers selective and misleading presentations of the historical 
“facts,” often without identifying the source of its “facts.” The Committee then draws 
conclusions from these “facts” that are without any identified or supportable basis. 
The result is that the lOM Committee does indeed err in “unfairly finding fault" 
with those who faced daunting uncertainty during the early 1980s. 

In addition, the lOM Committee’s paradigm lor “improving^’ reflation of blood 
and plasma-based therapies offers no panacea for the sort of crisis faced by the gov- 
ernment, the medical community, and the fractionation industry in the early 1980s. 
The fundamental challenge confronting society during the early 19808 was a pure 
lack of information, not a flawed public or private response. 

Recommendation 1: The Secretary of Health and Human Services should des- 
ignate a Blood Safety Director, at the level of a deputy assistant secretary or hiAer, 
to be responsible for the federal government’s efforts to maintain the safety of the 
nation’s blood supply. 

Baxter’s Response: At the theoretical level, Baxter supports the notion of des- 
ignating a “lead person” to coordinate the federal government’s efforts regarding 
safety of blood ana plasma-based therapies. In practice, however, such a desi^ation 
could add an unnecessary level of bureaucracy, and could either advance or impede 
safety objectives. Baxter is pleased with the appointment of Dr. Phil Lee as the first 
Blood SafeW Director, and wiU support him in his important mission. 

Further Discussion; The designation of a single “czar” to oversee any area of pol- 
icy does not guarantee better or more coordinated policy. Indeed, depending upon 
how the concept is implemented, it may simply add an additional layer of bureauc- 
racy, delaying prompt action in crisis situations. At the same time, excessive empha- 
sis on rapid responses in all situations may lead to rash actions which ultimately 
prove to have been more costly than careful, measured study and action. 

Although Baxter does support the first recommendation of the lOM Committee, 
it does not endorse the “findings” of the Committee upon which its first rec- 
ommendation is predicated. The lOM Committee’s sweeping claim that there was 
a “failure of leadership” between 1980 and 1984 is incorrect. With the benefit of 
hindsight, one always can question the correctness of past policies and actions, and 
conclude that some things “^should have been” done differently. But the policies and 
actions of the past are projjerly measured against the information available at the 
time, rather than what now is known. In the period from 1980 to 1984, there was 
no clearly “leading” view because there were so many unknowns. Conscientious and 
experienced experts sirnply differed (often quite strenuously) on many of the impor- 
tant issues. 'The lOM Committee’s apparent notion that having a single “czar” to 
set policy in the face of conflicting views will itself avert any future tragedy like 
AIDS ignores the facts of scientific debate and uncertainty. 

Recommendation 2: The Public Health Service (PHS) should establish a Blood 
Safety (Council to assess current and potential future threats to the blood supply, 
and propose strategies for overcoming these threats, to evaluate the response of the 
PHS to these proposals, and to monitor the implementation of these strategies. 'The 
Council should report to the Blood Safety Director (see Recommendation 1). The 
Council should ^so serve to alert scientists about the needs and opportunities for 
research to maximize the safety of blood and blood products. The Blood Safety Coun- 
cil should take the lead to ensure the education of public health officials, clinicians, 
and the public alxiut the nature of threats to our nation’s blood supply and the pub- 
lic health strategies for dealing with these threats. 

Baxter’s Response: Baxter supports the concept of greater cooperation and coordi- 
nation among groups concerned with the safety of the nation’s supply of blood and 
plasma-based therapies. 

Further Discussion: To the extent that the proposed Blood Safety Council will en- 
gage in study of possible “threats” to the supply of blood and plasma-based thera- 
pies, its mission appears largely uncontroversial, provided its methods of study are 
sound and science-based. The proposed role of the Council in education is, at the 
conceptual level, laudable, providea again that any education consists of disseminat- 
ing the results of sound science. As with everything, however, the ultimate value 
of the Blood Safety Council will lie in its ability to foster scientific discussion, reach 
scientifically justified conclusions, and provide clear and timely communications to 
the public. 

Baxter disagrees with the lOM Committee’s conclusion that there was a lack of 
cooperation among responsible grroups during the early 1980s, that these groups did 
not communicate effectively with physicians and the public, and that these groups 
were not publicly accountable. Minutes of the Blood Products Advisory Committee 
(BPAC), for example, evidence a tremendous effort to include and coordinate a vari- 
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ety of perspectives, and to weigh the many unknowns — while at the same time try- 
ing to maintain, for the sake of public heuth, the availability of lifesaving plasma- 
based therapies. 

Baxter rejects the lOM Committee’s raesswoik about what a Blood Safety Council 
“would have* done had it existed in the early 1980s (p. 8-14). Assuming — as the 
lOM Committee does — that a hypothetical agen(y would have acted with prescience 
serves no useful function save to emphasize the Committee’s misuse of nindsi^t. 

Recommendation 3: The federal government should consider establishing a no- 
fault compensation system for individuals who suffer adverse consequences from the 
use of blood or blood products. 

Baxter^s Response: Baxter agrees that this concept deserves further study. 

Further Discussion: The lOM Committee offered few if any details of the “com- 
pensation svstem” it had in mind, perhaps because this recommendation fell well 
outside of tne Committee’s charge. Baxters future support of, or opposition to, any 
particular scheme of “compensation* will depend upon the answers to a variety of 
questions about the specific program proposed. 

The lOM Committee’s suggestion that the government impose new taxes in order 
to fund a “compensation” s^eme raises serious questions. Arguably, mven society’s 
interest in an adequate supply of blood and plasma-based therapies (p. 8-16), any 
“compensation” system should be funded from general federal revenues, as was the 
case for a portion of the vaccine fund. 

American society well may decide that it wishes to spread among its nrembers the 
costa of usuries due to blood and plasma-based therapies. There are a variety of 
ways to accomplish this end. Ultimately, however, the public and consumers of plas- 
ma-based therapies would bear the cost of any such compensation scheme. This re- 
sult would be particularly pronounced were any “compensation* scheme not coupled 
with a restriction on civil lawsuits such as that found in state workers’ compensa- 
tion programs. 

Baxter disagrees with the lOM Committee’s attack on the judicial ^stem of the 
United States. The comments made by the Committee not only appear critical of our 
judicial system and our reliance upon juries; they also challenge the judgments 
made by the lemslatures of nearly every state seeking to define the appropriate 
standard of liability applicable to lifesaving blood, plasma-based therapies, and 
human tissue. The fact that persons with hemophilia who have resorted to the judi- 
cial system have not prevailed does not show that the common law tort ^stem fails 
to protect the “r^htful interests” of those who suffer iqjury from plasma-based 
therapies. In reality, the reason that HIV-infected persons with hemimhilia have not 
recovered money in their lawsuits is that juries have found — after full trials — that 
the fractionators cannot be blamed for the AIDS tragedy. 

The lOM Committee’s recommendation No. 3 offers only a bare concept, and fur- 
ther evaluation of this concept will depend upon the answers to numerous questions 
that the lOM Committee did not address. Baxters fiiture support of or opposition 
to, any particular system of “compensation” will depend upon how these questions 
are answered in concrete particular. 

Recommendation 4: OtWr federal agencies must understand, support, and re- 
spond to CDC’s responsibility to serve as the nation’s early warning system for 
threats to the health of the public. 

Baxter’s Response: Baxter supports this recommendation, as phrased. In fact, 
Baxter believes that the recommendation largely restates the current state of af- 
fairs. 

Further Discussion: Baxter agrees that it is important that the nation have an 
“early warning system” for threats to the public health, and that the various federal 
agencies remain cognizant of early warnings as they occur. An early warning system 
can act, however, only as a beginning point of discussion. 

Unless all components of the new scheme envisioned by the lOM Committee work 
together, public health might be disserved rather than advanced. This will require 
cooperation simong the CDC in its role as a bellwether, the Blood Safety Council 
as an advisory panel, and the Blood Safety Director as the “lead person” in the area 
of blood and plasma-based therapy safety. 

The lOM Committee’s assertion that the CDC was “right” about the AIDS epi- 
demic and how to prevent its spread — ^but was ignored by other federal agencies 
that were “wrong*— is not supported by fact. In truth, vehement scientific debate 
raged in, and ainong, all arcncies — including the CDC — during the early 19808. 

Recommendation 6: The PHS should establish a surveillance system, lodged in the 
CDC, that will detect, monitor, and warn of adverse effects in the recipients of blood 
and blood products. 

Baxter’s ^sponse: Baxter supports a surveillance system within CDC or in co- 
operation with the CDC and other organizations. 
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Further Discussion: At a conceptual level, the notion of a surveillance system 
seems uncontroversial. In Baxter's view, the question of which agency should oper- 
ate such a surveillance system rests within the sound discretion of the various gov- 
ernmental agencies responsible for blood and plasma-based therapy safety. 

Baxter disagrees with the lOM Committee’s speculation that a different system 
of surveillance would have allowed a different response to AIDS in the early 1980s. 
The ladt of knowledge in the early 1980s was not due to the absence of tmy particu- 
lar form of surveillsmce, or to a lack of surveillance in general. Indeed, the CDC ^d 
play a substantial role in identifying the illness later to be called AIDS as a new 
phenomenon to be studied and, as knowledge permitted, attacked. 

During the early 1980s, CDC did perform the early warning function advocated 
^ the lOM Committee. The lOM Committee fails to acknowledge, however, that the 
CDC did not know what was causing the disease processes that CDC was warning 
about. Indeed, it was not until July of 1982 that symptoms later identified as AIDS 
were reported in any person with hemophilia. It was not until April of 1984 that 
the HHS was in a position to name the HTLV-III retrovirus (later named HIV) as 
the cause of AIDS. And it was not until 1985 that there was a commercially avail- 
able way to test for AIDS. 

In the future, action by the CDC or others to monitor and warn about reports of 
diseases as they arise (whether in isolation or in groups) will not necessfuily allow 
the Blood Safety Director, the Blood Safety Council, or other governmental agencies 
to piece together enough of the factual puzzle rapidly enough to take the early, deci- 
sive action that the KJM Committee incorrectly claims was feasible regarding AIDS. 

Recommendation 6: Where uncertainties or countervailing public health concerns 
preclude completely eliminating potential risks, the FDA snould encourage, and 
where necessary require, the blood industry to implement partial solutions that 
have little risk of causing harm. 

Baxter’s Response: In theory, Baxter supports recommendation 6. However, Bax- 
ter does so witn serious reservations based upon the reality that the evaluation of 
the risks associated with the implementation of “partial solutions’’ is not foolproof, 
and may itself result in greater harms than those the partial solutions are designed 
to address. The lOM Committee is incorrect in its implicit assumption that human 
knowledm typically will permit accurate assessment mth of existing risk levels and 
of the risks attendant to incremental ^teps. 

Further Discussion: If the FDA can improve safefy without causing any sort of 
harm, it should do so. However, where emerging infectious agents present science 
with great uncertainty, it will be difficult for the FDA to determine any way to in- 
crease safety without potentially causing harm. 

In the early 1980s, the leading experts in this country — and around the world — 
believed that there were serious risks associated with all the potential courses of 
action. Decisions made at the time were based upon careful, indeed often agonizing, 
assessment of all the known and potential risks and benefits as they were under- 
stood at the time. It is difTicult to see how re^Iators — or fractionators — could have 
designed a viable “partial solution” that would have “little risk of causing harm” in 
light of the then-existiM base of knowledge. 

Recommendation 7: The FDA should periodically review important decisions that 
it made when it was uncertain about the value of key decision variables. 

Baxters Response: Baxter supports this recommendation, as phrased, and be- 
lieves that such periodic review represents normal practice. 

Recommendation 8: Because regulators must rely heavily upon the performance 
of the industry to accomplish blood safety mals, the FDA must articulate its re- 
quests or requirements in forms that are understandable and implementable by reg- 
ulated entities. In particular, when issuing instructions to regulated entities, the 
FDA should specify clearly whether it is demanding specific compliance with legal 
requirements or is merely providing advice for careful consideration. 

Baxter’s Response: Baxter agrees that federal agencies with jurisdiction over 
blood and plasma-based therapies should make it clear if any of the standards they 
set are not mandatory. 

Recommendation 9: The FDA should ensure that the composition of the Blood 
Products Advisoiy Committee reflects a proper balance between members who are 
connected with the blood and blood products industry and members who are inde- 
pendent of industry. 

Baxter’s Response: Baxter believes that all parties affected by regulation of blood 
and plasma-based therapies should be represented on BPAC. This includes 
fractionators such as Baxter, none of which has had a representative on BPAC. 

Further Discussion: The presence of all parties affected by regulation will ensure 
that a mix of viewpoints is presented, and presented by persons who have both 
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knowIedK of the subjects to be considered and who are invested in the subject of 
the regulation. 

Baxter suggests that the interests of BPAC members should be disclosed. Hence, 
for example, if a BPAC member is an employee of a fractionator, or owns stock in 
a regulated entity, that interest should be disclosed. The same is true of those who 
may have interests directly opposed to those of regulated parties. For example, 
members of BPAC who have litigation pending against regulated pfuties should be 
required to disclose those interests in the same manner as other BPAC members 
must disclose their potential ‘conflicts.* That way the interests of all involved will 
be ojMn to public scrutiny. 

BPAC should strive to consider the views of all qualified experts who wish to par- 
tic^te in its debates. Affiliation should not be a determining factor. 

Recommendation 10: The FDA should tell its advisory committees what it expects 
from them and should independently evaluate their agendas and their performance. 

Baxter’s Response; Baxter agrees with this recommendation. It believes that the 
FDA and its advisory committees have historically worked in the manner rec- 
ommended. 

Recommendation 11: The FDA should develop reliable sources of the information 
that it needs to make decisions about the blood supply. The FDA should have its 
own capacity to analyze this information and to predict the effects of regulatory de- 
cisions. It will, however, necessarily be limited by what information is obtainable 
at the time. 

Baxter’s Response: Baxter supports the concept that decisions about the blood 
supply and about plasma-based therapies should be based upon reliable sources, 
where such sources of information are available. Data collection and evaluation 
should at all times reflect sound science. 

Recommendation 12: When faced with a decision in which the options all cany 
risk, especially if the amount of risk is uncertain, physicians and patients should 
take extra care to discuss a wide range of options. 

Baxter’s Response: Baxter absolutely agrees that physicians and patients must 
discuss the risks and benefits of all treatment options, and that it is the responsibU- 
ity of patients to be educated consumers, just as it is the responsibility of physicians 
to remain current on all information alTe^ing their patients. 

Further Discussion: The medical profession — ^through the education and training 
recmired of each prosMctive physician, and through the various professional codes 
and standards— establishes a number of standards of care for treaters to meet. Bax- 
ter of course advocates that individual treaters adhere to the standards appnmriate 
to the administration of plasma-based therapies, including the discussion of risks 
and benefits. 

Baxter does not agree with the lOM Committee’s sweeping claim that physicians 
systematically kept their patients uninformed of the risks aim benefits of factor con- 
centrates as they were known during the eariv 1980s. The central problem was that 
nobody knew the real degree of risk from AIDS, and had to struggle with balancing 
an umcnown and unquantifiable threat against the very real danger of death or 
other ipjury from a hemorrh^. 

Recommendation 13; The I^partment of Health and Human Services should con- 
vene a standing expert panel to inform the providers of care and the public about 
the risks associated with blood and blood products, about alternatives to using 
them, and about treatments that have the support of the scientific record. 

Baxter’s Response: Baxter agrees that providing forums for ^scussion of various 
clinical approaches is desirable. It is not clear, however, that the creation of yet an- 
other governmental or quasi-govemmental body is the appropriate method for facili- 
tating such discussions. Baxter assumes that this role can oe played by the Blood 
Safety Director, the CDC, the Blood Advisory Council, the FTIS, the FDA, or another 
existing agency. 

Further Discussion: In addition to government agencies, a number of organiza- 
tions, including professional societies, already provide forums for exchange of re- 
search and views. Seminars and professional journals, for example, are common 
sources of information that treaters may draw upon in determining their courses of 
treatment. 

Although Baxter sees tremendous value in development and dissemination of var- 
ious clinical approaches, it has some concern that the lOM Committee’s apparent 
call for development of “official’’ treatment modalities might, if implemented, stifle 
rather than foster innovation in treatment options related to blood and plasma- 
based therapies. 

Recommendation 14: Voluntary organizations that make recommendations about 
using commercial products must avoid conflicts of interest, maintain independent 
judgment, and otherwise act so as to earn the confidence of the public and patients. 
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Baxter’s Response: Baxter categorically rejects the lOM Committee’s notion that 
humanitarian contributions b^ Baxter and others to aid the welfare of the hemo- 
philia community somehow tamt the recipients. 

The assumption underlying the lOM Committee’s recommendation is that vol- 
untary organizations somehow become tarnished with “conflicts of interest” when 
they accept humanitarian donations from organizations and individutds that have 
an interest in the good works performed by urese voluntary groups. This prejudice 
imores the plain fact that most nonprofit organizations rely upon nongovernmental 
donations in order to reach the level of funding needed to provide services to their 
constituents. These contributions are neither secret nor nefarious. 

'The lOM Committee’s assertion that the NHF was unduly influenced by the frac- 
tionation industry through financial support is groundless, and it is insulting to 
dedicated members of the NHF. These NHP memrars struggled — together with gov- 
ernment, doctors, and industry — ^to understand the great uncertainty of AIDS in the 
early 19808. 

Baxter has in the past contributed, and in the future will continue to contribute, 
to a whole panoply of organizations. In particular, Baxter is proud of its financial 
contributions to the hemophilia community, and intends to continue making such 
contributions. 

QUESTION 2 

Question: Does your company currently import, or has your company ever im- 
ported, any plasma, albumin, blood or blood products from any country other than 
the United States for use in the manufacture of products sold in the United States? 
Please provide type of product, country of origin, and source. 

Baxter’s Response: Since the latter 19708, Baxter has utilized only U.S.-aourced 
plasma in the plasma-based therapies it sells in the United States. 

QUESTION 3 

Question: Does your company utilize, or has your company ever utilized, any plas- 
ma, albumin, blood, or blood products from prisoners or prison inmates in this coun- 
try or any other country? Is so, please provide all available details such as dates, 
countries, and prison names. 

Baxter’s Response: Baxter ceased utilizing plasma from incarcerated persons in 
1983. Mor to that time, Baxter purchased plasma from a small number of plasma 
centers that collected plasma from incarcerated persons in Louisiana, Florida, and 
Tennessee. Once FDA licensing began, all such centers utilized by Baxter were 
FDA-licensed. 


ARMOUR PHARMACEUTICAL COMPANY RESPONSE TO THE HOUSE GOVERNMENT REFORM 
AND OVERSIGHT SUBCOMMITTEE ON HUMAN RESOURCES AND INTERGOVERNMENTAL 
RELATIONS 

In response to a request by the House Government Reform and Oversight Sub- 
committee on Human Resources and Intergovernmental Relations, following is 
ArmouFs position on each of the 14 recommendations contained in the Institute of 
Medicine’s (loM) report entitled HIV and the Blood Supply: an Analysis of Crisis 
Decisionmaldng. Please note that Armour concurs with the qualifications about the 
loM report that were set forth in the statement submitted to the Subcommittee by 
the American Blood Resources Association (ABRA) on November 2, 1996. Specifi- 
caUy: 


lOM REPORT QUALIFICATIONS 

• Throughout its report, the loM refers to “industiy” without distin^ishing blood- 
banking organizations, which collect blood for transfusions, from the ABRA member- 
ship, which collects plasma and processes plasma-based therapies used for the treat- 
ment and diagnosis of the many conditions previously mentioned [see ABRA state- 
ment]. 'The loM Committee’s confusion of these groups’ identities has resulted in in- 
accuracies in the report. 

• ’The recommendations are largely a restatement of desirable activities, respon- 
sibilities, and objectives traditionally vested in and pursued by the HHS agencies. 
Implementation of these activities, responsibilities, and objectives under the mecha- 
nisms proposed by the loM recommendations could not have prevented the spread 
of HIV through blood and plasma-based therapeutics. 'The essential truth is that it 
was a lack of information, not the lack of a mechanism by which to process informa- 
tion, which was the central impediment faced by decisionmakers confronting the 
AIDS mystery in the early 1980’s. 



209 


• The practical value of any recommendation will depend on the details of its im- 
plementation. 


RESPONSE TO lOM RECOMMENDATIONS 

loM #1: The Secretary of Health and Human Services should designate a Blood 
Safety Director, at the level of a deputy assistant secretary or hi^er, to be resron- 
sible for the federal government’s efTorts to maintain the safety of the nation’s blood 
supply. 

Response: Armour supports this recommendation. We further recommend that the 
Blood Safety Director be charged with responsibility for: 

• advocating the development of global remlatory guidelines; 

• ensuring that guidance is provided to Industry in the appropriate use and 
control of emerging new sciences and technolo^es; and 

• promoting international harmonization of regulatory and scientific opinion. 

loM #2: The Public Health Service (PHS) should establish a Blood Safety Council 

to assess current and potential future threats to the blood supply, to propose strate- 
gies for overcoming these threats, to evaluate the response of the PHS to these pro- 
posals, and to monitor the implementation of these strategies. The Council should 
report to the Blood Safety Director (see loM #1). The Council should also serve to 
alert scientists about the needs and opportunities for research to maximize the safe- 
ty of blood and blood products. 'The Blood Safety Council should take the lead to 
ensure the education of public health stratemes for dealing with these threats. 

Response: Armour supports efTorts to enhance and expand coordination between 
all stE^eholders responsiole for the continued safety of the blood supply and thera- 
pies that are derived from blood components. Armour urges that it be made a prior- 
ity of the federal government to bring together the world’s experts on potential 
emerging infectious agents calling upon them to formulate unified opinions so that 
fractionators will have clear guidance on the direction that must be taken to effec- 
tively respond to future threats. The Blood Safety Council could certainly play a 
critical role in this regard. 

loM #3: The federal government should consider establishing a no-fault compensa- 
tion system for individuals who suffer adverse consequences from the use of blood 
or blood products. 

Response: Until such time as specific information regarding the structure of such 
a system is presented. Armour can neither support nor oppose this recommendation. 
The Company, however, will provide a more aefinitive response to a fully developed 
policy proposal that specifies now a “no-fault compensation system” would be struc- 
tured. Armour has four fundamental questions regarding such a system. The an- 
swers to these questions would, in large measure, determine Armour's reaction to 
a specific proposal: 

1. Would the system adversely affect the supply of blood component therapies 
available to physicians and their patients? 

2. Would the system adversely affect the cost of blood component therapies 
to the people who need them to survive? 

3. Would the system limit the availability of funds for research and develop- 
ment of new and improved therapies? 

4. How would the system define eligibility for compensation? 

loM #4: Other federal agencies must understand, support, and respond to the 
CDC’s responsibility to serve as the nation’s early warning system for threats to the 
health of tW public. 

Response: Armour concurs with this observation. 

loM #5: The PHS should establish a surveillance system, lodged in the CDC, that 
will detect, monitor, and warn of adverse effects in the recipients of blood and blood 
products. 

Response: Armour supports this reconunendation. Such a system could prove ef- 
fective in situations where adverse health effects have been linked to an identifiable 
causative agent whose presence can be detected in blood components. Armour notes 
that such a system would have had limited value in preventing the transmission 
of HIV in the eai^ 1980’s since HIV was not identified until 1984, and a test for 
the presence of HIV was not available until 1985. 

loM #6: Where uncertainties or countervailing public health concerns preclude 
completely eliminating potential risks, the FDA should encourage, and where nec- 
essary require, the bimd industry to implement partial solutions that have little 
risk of causing harm. 

Response: Armour concurs with this observation. It is important to acknowledge, 
however, that there are risks inherent in blood and blood component therapies. 
While the goal of industry and government must always be to reduce riA, no credi- 
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ble authoritv would suggest that these inherent risks can be completely eliminated. 
Moreover, the dilemma often faced by government and industry officials trying to 
make the right decisions, is the absence of knowledK required to accurately quan- 
tify the risks attendant to partial solutions that may oe available at the time. 

loM #7; The FDA should periodically review important decisions that it made 
when it was uncertain about the value of key decision variables. 

Response: Armour supports this recommendation and notes that periodic reviews 
have always been common prcurtice within the government agencies charged with 
reflating the manufacture and distribution of blood component therapies. 

loM #8: Because regulators must rely heavily on the performance of the industry 
to accomplish blood safety goals, the FDA must articulate its requests or require- 
ments in forms that are understandable and implementable by remlated entities. 
In particular, when issuing instructions to regulated entities, the FDA should speci- 
fy clearly whether it is demanding specific compliance with legal requirements or 
is merely providing advice for careful consideration. 

Response: Armour supports this recommendation. 

loM #9: The FDA should ensure that the composition of the Blood Products Advi- 
sory Committee [BPAC] reflects a proper balance between members who are con- 
nected with the blood and blood products industry and members who are independ- 
ent of industry. 

Response: Armour concurs with this recommendation and believes that the plas- 
ma fractionators’ views are essential in developing rational policies. Armour also be- 
lieves that the FDA must ensure that members of BPAC possess the scientific ex- 
pertise and knowledge necessary for effective consideration of the many complex is- 
sues that must be addressed by the Committee. It should be noted that plasma 
fractionators have never had a voting position on BPAC. 

loM #10: The FDA should tell its advisory committees what it expects from them 
and should independently evaluate their agendas and their performance. 

Re^nse: Armour concurs with this recommendation. 

loM #11: The PHS should develop reliable sources of the information that it needs 
to make decisions about the blood supply. The PHS should have its own capacity 
to analyze this information and to predict the effects of regulatory decisions. 

Re^nse: Armour supports this recommendation. 

loM #12: When faced with a decision in which the options all carry risk, especially 
if the amount of risk is uncertain, physicians and patients should take extra care 
to discuss a wide range of options. 

Resiranse: Armour concurs with this observation. 

loM #13: The Department of Health and Human Services should convene a stand- 
ing expert panel to inform the providers of care and the public about the risks asso- 
ciated with blood and blood products, about alternatives to using them, and about 
treatments that have the support of the scientific method. 

Response: Armour supports this recommendation. However, Armour urges that 
the panel inform care providers and the public about not only the risks associated 
with blood and blood component therapies, but also the benefits attendant to these 
therapeutics. Effective and sound decision making requires a risk versus benefit 
comparison. Healthcare providers and the public must be informed of both the risks 
and benefits to make sound judgments about the use of blood and blood component 
therapies. 

loM #14: Voluntary organizations that make recommendations about using com- 
mercial products must avoid conflicts of interest, maintain independent judgment, 
and otherwise act so as to earn the confidence of the public and patients. 

^sponse: Armour agrees with the principle expressed in this recommendation. 
However, Armour wishes to note that it, and other fractionators, have contributed 
funds to voluntary organizations in the past for humanitarian and educational pur- 
poses. If this recommendation is interpreted to mean that humanitarian and edu- 
cational contributions to voluntary oi^anizations represent a conflict of interest, 
then Aimour would vigorously oppose, and categorically reject it. 

RESPONSE TO QUESTIONS 

The Subcommittee Chairman, Conmessman Christopher Shays, posed to Armour 
the following two questions unrelated to the loM report. Following is Armour’s re- 
sponse to these questions: 

Question 1: Does your company currently import, or has your company ever im- 
ported, any plasma, albumin, blood or blood produrts from any country other than 
the United States for use in the manufacture of any products sold in the United 
States? Please provide type of product, country of origin, and source. 
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Answer Armour plasma therapies currently sold in the United States are proc- 
essed using only source material collected in the United States. Therefore, Armour 
does not currently import into the United States any plasma, albumin, blood or 
blood components for use in the processi^ of any plasma therapies sold in the Unit- 
ed States. The plasma used by Armour in the processing of its therapeutics sold in 
the United States has been collected predominantly by Armour’s wholly owned col- 
lection affiliate, located in the United States, primaruy in the mid-western states. 

Information available to Armour at this time indicates that the company obtained 
limited shipments of plasma from collection centers located in the following coun- 
tries in the indicated years: Belize (1973), Colombia (1972 and 1973), Haiti (1972), 
Mexico (1973 and 1974), Nicaragua (1973), and although not documented, the Do- 
minican Republic. Armour did not receive any foreign ^asma alter eariy 1974, and 
by 1976, as a matter of corporate polity. Armour moved to obtain its plasma from 
Armour-controlled collection centers in the United States. 

Question 2: Does your company utilize, or has your company ever utilized, any 
plasma, albumin, blood, or blood components from prisoners or prison inmates in 
this country or any other country? If so, please provide all available details such 
as dates countries and prison names. 

Answer: No, Armour has never used plasma, albumin, blood, or blood components 
from prisoners or prison inmates in this or any other country. The material used 
in the processing of Armour plasma therapies sold in the United States has pre- 
dominantly been collected by collection centers operated by Armour’s afhliate, Has- 
ma Alliance. Our plasma collection facilities are subject to the most stringent qual- 
ity control and safety standards in the industry and together form the largest whol- 
ly owned commercial collection ^stem in the world. 


26 December 1995 

’The Honorable Christopher Shays, Chairman 
Sub-Committee on Human Resources and 
InterGouermental Relations 
United States House of Representatives 
2157 Rayburn House Office Building, Room B-372 
WashingUm, DC 20515^143 
Dear Chairman Shays: 

The following is in response to your December 18, 1996 letter to Dr. Gene 
Tutwiler of Alpha 'Therapeutic Corporation. Gur response is in accordance with the 
outline of your questions that were contained therein: 

1. As you requested, you will find attached hereto, Alpha Therapeutic Corpora- 
tion’s resranse to the 14 recommendations made in the Intitute of Medicine’s Report 
titled ‘niV and the Blood Supply”: An Analysis of Crisis Decisionmaking”. 

2. Your second question a^s whether or not Alpha Therapeutic Corporation has 
ever imported, any plasma, albumin, blood or blood products from any countiy other 
than the U.S. for use in the manufacture of any products sold in the U.S. You far- 
ther ask that Alpha provide the type of product, countiy of origin, and source. Our 
response to this question is that Alpha only acquired Plasma from outside the U.S. 
from a country called Belize. This plasma was acquired from an FDA-licensed center 
in Belize. This plasma was acquired prior to 1985. Further, it appears that this is 
the only source of plasma that was ever imported by Alpha. 

3. The third question that has been directed to the company is whether or not 
Alpha has ever utilized, any plasma, albumin, blood or blood products from pris- 
oners, prison inmates in this country or any other countiy. It is my understanding 
that Alpha has used prison-source plasma from prisons located in Louisiana. One 
prision that comes to mind is the Angola Prison located in Louisiana. It should be 
noted, however, that Alpha has never manufactured Factor VIII or Factor DC prod- 
ucts (products used by hemophiliacs) from prison-source plasma. In addition. Alpha 
has never acquired any plasma, albumin, blood or other blood products from pris- 
oners or prison inmates from sources outside the U.S. I would like to emphasize 
that I do not have the exact date that Alpha was acquiring plasma from prison cen- 
ters in the U.S., but I believe that the company terminated this type of acquisition 
prior to 1986. 

Should you have any questions or comments with respect to the above, please by 
all means contact me at 213 / 227-7605. 

Veiy truly yours, 

Edward A. Colton 

ALPHA THERAPEUTIC CORPORATION 
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alpha’s response to the fourteen recommendations made in the INSrrmJTE OF 

medicine’s (IOM) report 

Alpha Therapeutic Corporation (“Alpha”) has reviewed and carefully considered 
the Institute of Medicine’s (loM) Report titled: “HIV and the Blood Supply: An Anal- 
ysis of Crisis Decisionmaking.” In his testimony and written statement provided to 
the Subcommittee on Human Resources and Intergovernmental lUlations of the 
House Committee on Governmental Reform and Oversi^t, Dr. Gene Tutwiler of 
Alpha reaffirmed this company’s support for many of the Recommendations con- 
tamed in the loM Report. On behalf of Alpha, Dr. Tutwiler incorporated the 
sponse to the loM’s Fourteen Recommendations provided to the Subcommittee by 
ABRA, the national trade association which represents Alpha and the other plasma 
collectors and fractionators, into both his statement and testimoiw. At the request 
of the Subconunittee, Alpha is providing its own response to the loNTs Recommenda- 
tions. 

While the loM’s Recommendations are worthy of thoughtful consideration, Alpha 
has grave concerns about the accuracy of the “facts” ana “conclusions” containea in 
the Report. First, unlike the fractionators and plasma collectors, the loM had the 
benefit of making its decisions after all the relevant facts were known. Despite the 
loM’s recognition of that fact, it is not humanly possible when undertaking a retro- 
spective review of the decisions made in the early days of the AIDS crisis to reach 
conclusions uncolored by the knowledge we have since gained about the natural his- 
tory of AIDS and how it is transmitted. In several instances, it appears that the 
loM’s conclusions were not based on the state of the record at the time, but instead 
on the certainty that only hindsight can bestow. 

With rerard to the loM Committee’s fact-finding itself, some of the facts set forth 
in the loM Report are inaccurate. It also appears that the loM misinterpreted or 
simply did not consider evidence at its disposal that did not support its conclusions. 
For those reasons. Alpha cannot and does not endorse certain factual findings and 
conclusions that the loM reached. 

Regardless of the merits of those portions of the Report that Alpha cannot en- 
dorse, the loM’s goal of assuring the future safety of the blood and plasma deriva- 
tives supply is a vital one, and the Reconunendations deserve evaluation for their 
own merit. Alpha’s response to the Fourteen Recommendations follows. 

Recommendation 1: The Secretary of Health and Human Services should des- 
ignate a Blood Safety Director, at the level of a deputy assistant secretary or hiAer, 
to be responsible for the federal government’s efforts to maintain the safety of the 
nation’s blood supply, 
and 

Recommendation 2: The Public Health Service (PHS) should establish a Blood 
Safety Council to assess current and potential future threats to the blood supply, 
to propose strategies for overcoming these threats, to evaluate the response of the 
PHS to these proposals, and to momtor the implementation of these strategies. 'The 
Council should report to the Blood Safety Director (see Recommendation 1). The 
Council should also serve to alert scientists about the needs and opportunities for 
research to maximize the safety of blood and blood products. The Blood Safety Coun- 
cil should take the lead to ensure the education of public health officials, clinicians, 
and the public about the nature of threats to our nation’s blood supply and the pub- 
lic health stratemes for dealing with these threats. 

^sponse to Recommendations 1 and 2: An issue as important as blood and blood 
product safety clearly requires coordination among all affected mvemmental agen- 
cies. Secretary Shalala has designated Dr. Philip Lee as Blood Safety Director, and 
Alpha is committed to working with Dr. Lee and the Blood Safety Council. Alpha 
remains concerned, however, that the Blood Safety Council be used to expedite, and 
not to delay, the important decisionmaking functions of the agencies res^nsible for 
the regulation of blood safety^. 

Recommendation 3: The Federal TOvernment should consider establishing a no- 
fault compensation system for individuals who suffer adverse consequences from the 
use of blood or blood products. 

Response to Recommendation 3: Alpha is unable to take a position with respect 
to this Recommendation because not enou^ information is provided, especially with 
respect to funding, to allow evaluation of the Recommendation. 

Recommendation 4: Other federal agencies must understand, support, and re- 
spond to the CDC’s responsibility to serve as the nation’s early warning system for 
threats to the health of the public. 

Response to Recommendation 4; Alpha continues to support the CDC’s role as de- 
scribed in this Recommendation, and also supMrts the ongoing efforts of the af- 
fected governmental agencies to provide coordinated responses to threats to the 
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blood supply, as was done with respect to AIDS to the extent knowledge at the time 
permitted!. 

Recommendation 5: The PHS should establish a surveillance system, lodged in the 
CDC, that wUl detect, monitor, and warn of adverse effects in the recipients of blood 
and blood products. 

Response to Recommendation 6: Alpha endorses the maintenance of a surveillance 
system for consumers of blood and blood products, either within the CDC or on a 
cooperative basis between CDC and other governmental agencies. Alpha believes 
that the facts prove that such a surveillance system could not have prevented the 
^read of AIDS through recipients of blood and blood products in the early 1980s. 
Retrospective studies have established that the unknown causative agent of AIDS 
was in the blood supply long before the first cases of an immune deficiency syn- 
drome were identifira in mcue homosexuals in 1981. In addition, the lack of cer- 
tainty about AIDS and its cause mrsisted until the spring of 1984. In fact, the Di- 
rector of the CDC’s Division of Host Diseases sent a series of letters to hemophilia 
treaters in the winter of 1984, stating that it was not then known whether AIDS 
was transmitted by a virus, and even if it was, it was not then known whether the 
disease could be transmitted through factor concentrates. 

Recommendation 6: Where uncertainties or countervaibng public health concerns 
preclude completely eliminating potential risks, the FDA Mould encourage, and 
where necessary require, the blood industry to implement partial solutions that 
have little risk of causing harm. 

Response to Recommendation 6: Alpha has always supported the use of incremen- 
tal steps to decrease risk in its therapies when a complete solution has not been 
identified. For example. Alpha adopted direct questioning of plasma donors and en- 
couraged self-deferral of donors in groups believed to be at increased risk for AIDS 
in late 1982, before such screening methods were mandated by the FDA. However, 
many of the ‘interim steps” proposed by the loM would not have prevented the 
transmission of HIV throu^ nlood products, the benefit of those "interim steps* — 
if any — was far from clear, and in some instances, implementation of those steps 
mij^t well have increased risks for users of other plasma derivatives. 

Recommendation 7: The FDA should periodically review important decisions that 
it made when it was uncertain about the value of key decision variables. 

Response to Recommendation 7: Alpha endorses this practice, which it believes 
has been and is currently part of FDA procedure for plasma derivatives. 

Recommendation 8; Because regulators must rely heavily on the performance of 
the industry to accomplish blood safety goals, the FDA must articulate its requests 
or requirements in forms that are understandable and implementable by regulated 
entities. In particular, when issuing instructions to regulated entities, the FDA 
should specif clearly whether it is demanding specific compliance with legal re- 
quirements or is merely providing advice for careful consideration. 

Response to Recommendation 8: Alpha believes that it is important for processors 
of plasma derivatives to have clear ^idance from the agencies that regulate those 
products. While it is important that those awncies have the flexibility to respond 
appropriately in emergency situations, regulatory agencies should distinguish be- 
tween general guidance and regulatory mandates. 

Recommendation 9; The FDA should ensure that the composition of the Blood 
Products Adyisoiy Committee reflects a proper balance between members who are 
connected with the blood and blood products industry and members who are inde- 
pendent of industry. 

Response to Recommendation 9; The goals of assuring the independence of BPAC 
membership, and of broad-based representation among BPAC membership, are com- 
mendable. At the same time, the essential fii action that BPAC provides to FDA is 
to assure that the atcmcy has the necessary scientific and technical expertise to sup- 
port its decisions. Those individuals who have the scientific expertise, skill and 
knowledge desirable when making decisions about plasma products are often con- 
nected with the blood products industpr. Their elimination from BPAC would de- 
prive the FDA of precisely the expertise required for meaningful decisionmaking. 
Alpha believes that open disclosure of the interests of BPAC members will assure 
that the decisionmaking process remains both scientifically based and unbiased. 

It is iinportant to reiterate that the plasma industiy has never had a voting mem- 
ber on BF^C. 

Recommendation 10: The FDA should tell its advisory committees what it expects 
from them and should independently evaluate their agendas and their performance. 

Response to R^mmendation 10: Alpha supports this Recommendation and be- 
lieves that this is a long-standing process between FDA and its advisory commit- 
tees. 
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Recommendation 11: The PHS should develop reliable sources of the information 
that it needs to make decisions about the blood supply. The PHS should have its 
own capacity to analyze this information and to premet the eflects of regulatory de- 
cisions. 

Response to Recommendation 11: Alpha believes it is essential that decisions 
about the blood supply and plasma derivatives be based on reliable sources of infor- 
mation, as recommended by the loM. At the same time, it is important to remember 
that reliable information about emerging situations is not alw^s available, as was 
the case with AIDS. The Department of Health and Human ^rvices’ adoption of 
the Blood Safety Council and appointment of a Blood Safety Director should assist 
in effective mvemmental decisionmaking in those circumstances where reliable 
sources of information do exist. 

Recommendation 12: When faced with a decision in which the options all carry 
risk, especially if the amount of risk is uncertain, physicians and patients should 
take extra care to discuss a wide ranm of options. 

Response to Recommendation 12: Apha acknowledges the primary role physicians 
All in providing their patients with information regarding the risks and beneAts of 
any course of treatment, to the extent those risks and MneAts are understood at 
the time. 

Recommendation 13: The Department of Health and Human Services should con- 
vene a standing expert panel to inform the providers of care and the public about 
the risks associated with blood and blood products, about alternatives to using 
them, and about treatments that have the support of the scientiAc record. 

Response to Recommendation 13: Alpha agrees that it is important to encourage 
discussion of various clinical approaches, and to permit the broadest possible dis- 
semination of this information. 

Recommendation 14: Voluntary organizations that make reconunendations about 
using commercial products must avoid conAicts of interest, maintain independent 
judg^nt, and otherwise act so as to earn the conAdence of the public and patients. 

F&sponse to Recommendation 14; Alpha has historically provided support to vol- 
untary organizations that have requested funding for speciAc projects. For example. 
Alpha funded a project for the preparation of a fist of hemophilia treaters through- 
out the US. This list provided ea^ reference to medical care, via hemophilia treat- 
ers, for hemophiliacs who chose to travel. The loM’s implication that funding 
projects such as this undermines the independence of voluntary organizations is un- 
true and offensive. 

Mr. Shays. I would like to call this hearing to order and to wel- 
come our final panel. Fm sorry to have held you up, Mark Philip 
from Immuno-U.S., Inc., and you’re accompanied by Thomas 
Waytes. As is our custom, as you may know, we swear you in, and 
if you would both rise and raise your right hand. 

[Witness sworn.] 

Mr. Shays. I would just point out that you are part of the indus- 
try that we had before, but I made a decision that, given that you 
weren’t in the market during the 1980’s that was examined by the 
lOM, that we would have you come separately. There may be some 
other times that we would have you all collectively, but for this 
first hearing, we just decided to make that distinction. 

I’m now very happy, Dr. Philip, to have you give your testimony, 
and then I’ll have a few questions for you. 

STATEMENT OF MARK A. PHILIP, CHIEF EXECUTIVE OFFICER, 

IMMUNO-U.S., INC. 

Mr. Pmup. Thank you, Mr. Chairman, members of the sub- 
committee. My name is Mark Philip. I have Dr. Thomas Waytes 
sitting next to me. He is the vice president of medical affairs for 
Immuno-U.S. and the medical director for our subsidiary. Commu- 
nity Bio-Resources, the plasma procurement company. Dr. Waytes, 
as I did, joined the company some 3 years ago. He joined from Na- 
tional Institutes of Health. 
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I am pleased to appear before you today to share with you some 
of the processes that we emplov to help ensure the safely of our 
plasma derivatives. As indicated in our written testimony, we have 
never marketed a Factor VIII derivative in the U.S. and only began 
marketing a Factor IX derivative in 1993. 

We distribute four products in the United States — FEIBA-VH for 
severe hemophiliacs that have developed antibodies to Factor VIII 
or IX; Bebulin-VH, a Factor IX product; FVEEGAM, which is the 
only licensed product for the treatment of a rare children’s disorder 
known as Kawasaki’s disease; and albumin, for the treatment of 
bums and shock. 

All of our products are plasma derivatives and, therefore, the 
safety of our plasma supply is of paramount importance to us and 
our customers. At the heart of our safety program is the process 
that we refer to as the Immuno Quality System. This is shown on 
the flow charts that we’ve brought into the committee room, and 
I hope you can see it from where you are. 

This system begins with careful screening and selection of plas- 
ma donors. Through our subsidiary. Community Bio-Resources, we 
operate 16 stale-oAhe-art plasmapheresis centers. 

Donors at these centers are rigorously screened, using a series of 
questions about possible high-risk behavior and past medical his- 
tory, as well as receiving a comprehensive physical examination. 
Every unit of plasma from each donor undergoes a battery of tests, 
including those for the presence of HIV, Hepatitis viruses, and for 
elevation of ALT, a nonspecific test for liver function. 

We realize that the safest units of plasma come from committed 
donors who return to the centers on a regular, frequent basis. We 
do everything we can to make the centers a pleasant and support- 
ive environment, including the provision of child care in our newest 
centers. We have opened six new centers over the last few years, 
and several more are planned. Each new center that we construct 
requires a capital investment of approximately $1.6 million. 

As a result of these initiatives, over the past 5 years we have 
seen an 88 percent decrease in viral marker rates for HIV among 
our donor population, with similar rate reductions for Hepatitis B 
and C. Obviously, anyone testing positively is permanently rejected 
and their plasma is destroyed. 

However, as the subcommittee well knows, there is a “window 
period” during which a donor could be harboring a virus that could 
not be detected. This is particularly so with HIV. 

In order to deal with this window period, we instituted in 1992, 
an inventory hold program of 2 months, later extended to 3 
months, in which we store units of plasma which have been 
screened and found safe and usable for production according to 
FDA guidelines. If at any time a donor is found to be reactive to 
viral screening or surrogate tests, the plasma units held in inven- 
tor are destroyed. 

Our data show that as a result of our 3-month inventory hold, 
we removed and destroyed 8 times more potentially risky plasma 
from these individuals than would have been removed without the 
benefit of this program. Because of the inventory hold program, we 
remove and destroy almost 1 percent of the plasma we collect 
which otherwise would be acceptable by FDA standards. 
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To further increase the margin of safety, we introduced in 1994, 
a first-time donor applicant rejection system. The basis of this ap- 
proach is the well-known fact that first-time donor applicants 
present the greatest risk to the plasma and blood supply. Approxi- 
mately 96 percent of all the plasma we receive are donated by re- 
peat donors. 

Mr. Shays. What was that number again? 

Mr. Philip. 96 percent, and only 4 percent are from donor appli- 
cants. Of all the units of plasma that test positive for HIV or Hepa- 
titis B or C, 95 percent come from these donor applicants. Under 
this policy, we destroy all plasma from donor applicants who do not 
return to make a second donation within 3 months and undergo 
the tests that we carry out repeated. 

Mr. Shays. Say that again. I’m sorry. Since there’s one witness, 

I feel a little more comfortable, and one person up here. What did 
you just say? You said that if they come back, you don’t use their 
first donation until they’ve come back for a second visit? 

Mr. Philip. Until they’ve come back for a second visit and been 
tested. 

Mr. Shays. Are these voluntary donors? 

Mr. Philip. No, these are paid donors. 

Mr. Shays. So, basically, you use a paid system? 

Mr. Philip. Yes. 

Mr. Shays. OK 

Mr. Philip. Before we utilize the donated plasma in the manu- 
facturing process, we carry out another test. Each plasma pool, 
prior to manufacture, is tested for virus genomes of HIV and Hepa- 
titis B and C, using a polymerase chain reaction, or PCR test, de- 
veloped in our laboratory. As you may know, PCR is a technique 
that allows for billion fold amplification of viral genomes that 
might otherwise be undetectable. 

We use a system called laser-induced fluorescence PCR that in- 
corporates a variety of internal and external controls that allows 
reliable detection of genome fragments of HIV and Hepatitis B and 
C. Our methods enable us to perform such testing on an industrial 
scale. Plasma that has passed the PCR testing is then fractionated. 

During this process, we employ several viral removal and inac- 
tivation techniques that have been validated to be highly effective 
against various enveloped and non-enveloped viruses. Our propri- 
etary vapor heating process, which has been effectively used for 
more than a decade, has resulted in a record of no confirmed trans- 
mission of HIV or Hepatitis B or C in Immuno’s virally inactivated 
therapeutic products. 

Finally, all batches of product are again subjected to PCR testing 
for HIV and Hepatitis B and C, with the commitment to destroy 
any positive batches before product is released. As of December 
1994, all Immuno products sold worldwide have been PCR-tested 
before their release. 

In our view, the Immuno Quality System has further increased 
the safety margin of our products. We have indicated our willing- 
ness to share our PCR technology with FDA and will entertmn li- 
censing discussions with other companies, should they be inter- 
ested. 
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Many of the measures that I have described and that are set 
forth in this chart detailing the Immuno Quality System go well 
beyond the regulatory requirements of FDA. We are continuing re- 
search and evaluation of additional techniques that may further in- 
crease our safety margin. At Immuno, we have a deeply held com- 
mitment to the safety of our plasma derivatives. This is a philoso- 
phy that is ingrained throughout the company. 

I would like to conclude by making a few remarks about the cost 
of measures like those adopted by Immuno. Steps that result in 
risk reduction are not cost free. As a result of the Immuno Quality 
System, our plasma derivatives cost a lot more to produce than 
they used to. 

As this committee and other policymakers urge the adoption of 
policies that increase the margin of safety for these products, it is 
important to accept that cost may also increase. Society must be 
willing to bear this additional burden if it is to be assured of a safe 
and reliable high quality supply of plasma products in the future. 

TTiank you for your attention, and I would welcome any ques- 
tions. 

[The prepared statement of Mr. Philip follows:] 

Prepared Statement of Mark A. Philip, Chief Executive Officer, Immuno- 

U.S., Inc. 

I am Dr. Marie Philip, Chief Executive Officer of Immuno-U.S., Inc. I would like 
to thank the Committee for the opportunity to testify today about steps that can 
be taken to help ensure the safety of the U.S. blood supply and plasma-derived 
therapeutic products marketed in the U.S. I will confine my remarks to (1) the 
Immuno Quality System, the process that Immuno has already implemented to 
guarantee the safest possible plasma derivatives for U.S. consumers, (2) Immuno’s 
ongoing efforts to further improve the safety of its products, and (3) the company's 
active research program in the area of coagulant products, vaccines and 
immunoglobulins. 

I am accompanied by Dr. Thomas Waytes, Vice President of Medical Affairs of 
Immuno-U.S. and Medical Director of Community Bio-Resources, Inc., the subsidi- 
ary of Immuno-U.S. which collects source plasma. Dr. Waytes has been at Immuno- 
U.S. since 1992. Before that he was with the National Institutes of Health (NIH), 
where he was a member of the Senior Medical Staff at the National Institute of Al- 
lei^ and Infectious Diseases (NIAID). Dr. Wa^s also holds a position as Clinical 
Assistant Professor at Wayne State University School of Medicine in Detroit. 

IMMUNO-U.S.— A RESEARCH-BASED COMPANY 

Immuno-U.S. is a research-oriented, big-pharmaceutical company that develops, 
manufactures and distributes therapeutic biologic products used in the fight against 
rare and difficult-to-treat diseases such as hemophilia and immune disorders. We 
are a subsidiary of Zurich-based Immuno International, which is a global big-phar- 
maceutical company with operations in 18 countries. Immuno International is a 
worldwide leader in infectious disease research, the development of vaccines, and 
the manufacture of plasma-derived human therapeutic products. 

Through our subsidiary. Community Bio-Resources, we operate 16 state-of-the-art 
plasmapheresis centers. Community Bio-Resources employs about 450 people. We 
are engaged in an aggressive plan to upgrade and expand our plasmapheresis cen- 
ters. We nave opened six new centers in the last few years and plan to open five 
to six more new centers in the next few yearc. Community Bio-Resources is a criti- 
cal part of our effort to provide safe plasma deriatives, as will be evident when we 
describe in neater detail the Immuno Quality System. 

Immuno-U.S. currently distributes four products in the United States: FEIBA- 
VH, which is used by severe hemophiliacs who have developed inhibitors to Factor 
VIII; Bebulin-VH, a Factor IX product; IVEEGAM™, the only intravenous i mmu ne 
globulin product licensed to treat children with Kawasaki Disease; and albumin, 
which reduces the effects of fluid loss in patients suffering from bums and shock. 

Immuno-U.S. has never marketed in the United States a Factor VIII product — 
the antihemophilic factor used by 80 percent of hemophiliacs — and our virally inac- 
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tivated Factor DC concentrate was not introduced in the United States until 1993. 
At present, Inununo remains a relatively small player in the U.S., where our market 
share in plasma products is less than 1 percent. 

We are, however, a grow^ company. Headquartered in Rochester, Michigan, we 
began operations in 1981 with four empltwees and we now employ alwut 150 people. 
We are in the middle of the first phase ot an extensive capital investment plan tnat 
includes a $30 million expansion of our fractionation facilities in Rochester. 

IMMUNO RESEARCH PROGRAM 

Immuno has pioneered a number of viral inactivation technologies, including a 
two-step vapor heating process that has been proven in the laboratory to effectively 
destroy a wide range of viruses and has stood the test of time in clinical situations. 
Immuno has not seen any confirmed transmission of human immunodeficiency virus 
(HIV), hepatitis B virus (HBV) or hepatitis C virus (HCV) in its viraUy inactivated 
therapeutic products. 

The Immuno Group has developed several genetically engineered candidate AIDS 
vaccines and is working in collaboration with the National Institutes of Health 
(NIH) to teat the recombinant gp 160 vaccines in cUnical trials in humans. Cur- 
rently in Phase II evaluation, the vaccines are being studied for both preventive and 
therapeutic benefit. 

In 1988 Immuno and NIH established a Cooperative Research and Development 
Agreement (CRADA) to help accelerate and cooranate this very important research. 
If we are successful in developing an effective AIDS vaccine, we plan to build a 
state-of-the-art manufacturing facility for the vaccine in the United States. 

Additionally, we are exploring the use of recombinant technology in the develop- 
ment of improved therapeutic agents, including coagulant replacement therapy. 
Other research projects of Immuno include surgicm tissue sealants, specialty 
diagnostics, immune globulins and coagulant inhibitor therapies. We are particu- 
larly excited about the prospects of U.S. approval for our fibrin sealant, which is 
used to reduce blood loss during surgery or trauma. Our fibrin sealant has been 
used extensively in Europe for more than 15 years with excellent results and is also 
available in Canada. This application is currently pending regulatory review at the 
Food and Drug Administration (FDA). 

MMUNO QUALITY SYSTEM 

Immuno has implemented a number of initiatives to obtain comprehensive quality 
and safety improvements at every stage of our process, from collection of source ma- 
terial to manufacture to viral inactivation and final product release. Immuno is com- 
mitted to the highest level of safety and quality in its plasma-derived therapeutic 
products. The Institute of Medicine UOM) report serves to focus the attention of this 
Committee and of industry on the safety of plasma products. 

TTie safety measures that I will discuss with you today were already in place prior 
to release of the lOM report. Moreover, much of our program goes well beyond the 
lOM recommendations in fostering safety. In fact, we are proud that the Immuno 
Quality System meets or exceeds FDA’s quality control requirements for plasma- 
based deriatives. Nevertheless, we will not rest on our laurels with respect to safety 
nor wait for government regulation, but instead will continue to refine our processes 
and procedures to improve mrther the safety of our products. 

As noted above, since the institution of viral inactivation processes pioneered by 
Immuno, we have seen no confirmed case of transmission of HIV, HBV or HCV in 
our plasma deriatives. We have great confidence in the viral inactivation processes 
that we are currently using and the protection that they afford consumers. However, 
Immuno believes that we must look forward and try to develop measures that will 
anticipate other threats to plasma deriatives and those who de^nd on them. There- 
fore, the company has developed a stringent quality control program in addition to 
its viral inactivation procedures. 

I would like to describe the Immuno Quality System in some detail. The system 
has several parts: selection of hi^ quality donors with low viral ma^er rates; a 
three-month inventory hold program; a first-time donor applicant rejection program; 
polymerase chain reaction (PCR) testing of all plasma pools prior to fractionation; 
effective viral removal and inactivation; and PCR testing of batches of product prior 
to release for (Bstribution. A flow chart describing the Immuno Quality System is 
attached to this statement. 

A. Donor Selection and Screening 

The plasmapheresis centers operated by Community Bio-Resources and other con- 
tractors follow stringent donor selection and screening procedures, with a goal of se- 
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curinK healthy plasma donors who are free from infection and willing to become re- 
peat donors. Screening of donors is an essential means of increasing the margin of 
safety for our products. 

We riTOrously screen our donors by asking a series of questions concerning pos- 
sible hi^ risk behavior and past medical history and by providing a comprehensive 
physical exam. Every unit of plasma from eadi donor undergoes a battery of tests, 
including those for the presence of HIV and hepatitis viruses and for elevations in 
ALT, a non-specific test for hepatitis and other infectious agents. 

We realize that the safest units of plasma come from committed donors who re- 
turn to the centers on a regular, frequent basis — people we know are healthy. We 
try to encourage this by continually Mucating ana reminding donors of the impor- 
tant role that their plasma donations play in improving the lives of those patients 
who depend on them and by stalling our centers with professional, courteous and 
competent individuals. In order to mcilitate donations, in our newer facilities we 
offer child care for parents who require it during the plasmapheresis process. 

Because we want to encourage repeat donations, it is important that our centers 
be a pleasant and supportive environment in which to donate plasma. Our new cen- 
ters are being constructed at a cost of approximately $1.5 million each; we believe 
the investment in these facilities is critical to securing a solid core of repeat donors. 
We make every effort to minimize any discomfort associated with plasma donation. 
Finally, we appeal to donors’ sense of altruism. While we do in ffud; pay donors a 
modest fee for their time and trouble, an important motive in the decision to partici- 
pate in plasma donation is the sincere desire to help those in need. 

The impact of these efforts is clearly shown if we examine the viral reactive rates 
over the past five years. We have seen an 88% decrease in the donor population’s 
viral market positivity for HIV, and similar decreases have been seen for HBV and 
HCV. Anyone with a pcMitive result is permanently rejected as a donor, and any 
plasma collected from this person is destroyed. 

We fully recognize that no matter now thoroughly one screens a plasma donor and 
tests the plasma, the possibilitv exists that a unit of plasma may still be obtained 
from a donor who is infectious but is nevertheless not detected in a serolomcal test. 
This is referred to as the “window period." It is possible for an individual todav to 
contract HIV but their infection will not be detectable by today’s tests until 20 days 
later. Accordingly, there is a “window” when they may be infected but not detect- 
able. 

B. Inventory Hold Program 

In order to reduce the chance of such a unit entering our plasma pools, we have 
instituted an inventory hold program, which was first implemented in 1992. In this 
pro^am, we collect all units of plasma which have been screened to be safe and 
usable for production according to FDA guidelines and hold them for a period which 
is currently not less than three months. If at any time one of our donors is found 
to be reactive to viral screening or surrogate tests, we then have the ability to iden- 
tify all plasma units previously obtained from this donor during the inventory hold 
period and remove them for destruction. 

Our analysis reveals that, as a result of our three-month inventory hold, we re- 
moved and destroyed eight times more potentially risky plasma from these individ- 
uals than would have been removed without benefit of this program. 

We have found that 97% of the plasma units collected by Community Bio-Re- 
sources for Immuno are followed by at least one additional donation by the same 
donor and thus have the benefit of this inventory hold follow-up. As a result of this 
program, we remove and destroy almost 1 percent of the plasma that we collect 
which otherwise would be acceptable for use by FDA standards. Almost half of the 
plasma units that we remove are from donors who are subsequently rejected be- 
cause of an increase in ALT, and less than two percent are from donors who are 
subsequently found to be confirmed positive for HIV, HBV or HCV. 

C. First-Time Donor Rejection System 

Under our first-time donor rejection program introduced in 1994, we also destroy 
all plasma from donor applicants who do not return to make a second donation 
within three months. We decided to implement this policy because it is well known 
that first-time donors and donor applicants present the greatest riA to the plasma 
and blood supply. Approximately 96% of the plasma umts we receive are cmnated 
by repeat donors, and only 4% are from donor applicants. Of all the units of plasma 
that test TOsitive for HIV, HBV or HCV, 96% come from ^nor applicants and less 
than 6% from repeat donors. Any donor applicant who does not return to the center 
during this period is disqualified as a donor, and his or her plasma is removed and 
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destroyed. About 42% of the total units that we destroy are from non-returning 
donor applicants. 

We cannot overemphasize the importance of rejecting our first-time donor wpli- 
cants who do not return, or previous donations from donors who are rejected. Even 
though these plasma donations have passed all the necessary tests, we have decided 
to destroy this plasma because we believe that the risk is not warranted. This safety 
measure adds substantial cost to production of our final plasma products. 

D. Laser Induced Fluorescence Polymerase Chain Reaction Test and Viral Removal 
and Inactivation 

We have recently added an additional validation step to our system. To confirm 
that we have excluded HIV, HBV and HCV from the plasma we want to use, we 
now test each ^sma pool using a specialized PCR system that was developed in 
our laboratory. rcR is a technique that allows for a billion-fold amplification of viral 
genomes whidr may otherwise exist at undetectable levels. 

This system, called the Laser-Induced Fluorescence IMIR, is unique in that it in- 
corporates an array of internal and external controls that allow for the highly sen- 
sitive and specific detection of genome fragments from HIV, HBV and HCV, and al- 
lows the testing to be performed on an industrial scale. We have recently provided 
FDA with validation data concerning the performance of this test system. Plasma 
pools that are PCR reactive are destroyed. 

The manufacturing of our plasma products incorporates the use of viral removal/ 
inactivation techniques which have been validated to be highly effective gainst a 
variety of both enveloped and non-enveloped viruses. These t^hniques, including 
the vapor heating of our coagulation products and the immobilized hydrolase treat- 
ment of our intravenous immune globulin, IVEEGAM™, have been in use for dec- 
ade. 

All batches of product are amin subjected to PCR testing for HIV, HBV and HCV, 
with the commitment that all positive batches will be destroyed. As of December 
1994, all Immuno products sold worldwide have been PCR tested. Although to date 
there has been no transmission of HIV, HBV or HCV resulting from the use of our 
inactivated products, we believe these initiatives have improved the safety margin 
or our products. 

In audition to the above measures, whidi surpass the regulatory requirements of 
any nation, Immuno also is aggressively developing and evaluating additional tech- 
niques that may further increase our ability to remove known and unknown viruses 
from products made from human plasma, as well as exploring applications of recom- 
binant technology. 

Research on Additional Safety Measures 

Immuno supports an active research program to improve the safety of its prod- 
ucts. We are investigating the use of global viral removal/inactivation processes such 
as (1) nanofiltration, (2) methods for removal of smaller non-enveloped viruses like 
parvovirus and (3) photodynamic destruction of genomic nucleic acids. We mention 
these activities, some of which are some distance from fruition, to give the Commit- 
tee a sense of our long-term commitment to guaranteeing the safety of our products. 

Balancing Risks and Costs 

We will continue to engage in research and development and to manufacture our 
products with our first goal being safety and high quality. It is important, however, 
that Members of Congress and others involved in policymaking in this area recog- 
nize that industry cannot substantially improve its margins of safety for plasma 
products without incurring significant additional cost. 

The measures I have described, which undeniably increase the margin of safety, 
also undeniably increase the final cost of the product. One of the issues that this 
Committee, consumers and others must confront is the inevitable burden that soci- 
ety must bear with incremental elimination of risk. 

We want to be clear that we do not regard cost as a barrier to enhancing safety 
or a reason not to take such steps. However, once those costly steps are taken — 
as Immuno has done — manufacturers must be assured of a fair return on that in- 
vestment, or, to put it differently, a fair price for their products that reflects the 
increased costs. 

Making the safest mssible products is not just a marketing strategy for Immuno, 
but a deeply held philosophy of the company, both in the United States and abroad, 
and we will continue to operate according to these principles. We are encouraged 
that this Committee is taking a serious Took at blood and plasma safety and the 
barriers, cost and otherwise, to improving it. 
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As I have mentioned, we have spoken to PDA about these measures and ofTered 
them the technology for their evaluation. We are also willing to discuss licensing 
of these technologies to other companies. 

We appreciate the o]^rtunity to testify todav and are looking forward to achiev- 
ing our common roal of ensuring the safety of the blood supply, and in our case the 
plasma-derived therapeutics supply, in the United States. 
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IMMUNO QUALITY SYSTEM 
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Mr. Shays. What is unique about this process? Where along this 
process would you argue that you’re unique or doing it differently? 

Mr. Philip. I think the key steps are four in number. First of all, 
the commitment to develop plasma centers which are appealing for 
people to return to on a regular basis, which is a significant invest- 
ment. 

I think the second one is the use of a 3-month inventory hold, 
where the plasma is held in storage so that we can look at four do- 
nors who may seroconvert or become positive for one of the tests 
that we carry out, and if they do, that we can then remove all pre- 
vious donations from the previous 3 months. 

Mr. Shays. Run me through that process of a donor coming in 
3 months ago. You’ve held his donation or her donation. They come 
in. What do you learn in the second visit that you didn’t know in 
the first visit? 

Mr. Philip. Well, for example, if someone was to seroconvert for 
HIV or for one of the Hepatitis viruses, and what we’re able to do 
is take the plasma out of storage, which was stored, that they’ve 
previously donated. Even though that had tested negative, because 
we are concerned that the window period, which is the period when 
one may not be able to detect a virus with the current tests. 

Mr. Shays. So it deals with the window period. 

Mr. Philip. It deals with the window period. The third signifi- 
cant initiative is the first-time donor reject program we have 
where, as I said, we are very concerned about first-time donors. 
These are people we don’t know. 

We prefer, as other people do in the plasmapheresis industry, to 
have repeat donors, who, we know well. We know their health. We 
have a histoiy of their health over, sometimes, a very long period, 
and those people we feel more trusting toward. 

And, therefore, the first-time donor, who we don’t know so well, 
we’re not willing to risk a problem which may exist with that indi- 
vidual until we see them come back again and, hopefully, convert 
them into a repeat donor, as well. 

Mr. Shays. When they come the second time, they could have 
contacted HIV between their first and second visit. Do you hold 
that second donation until their third visit? 

Mr. Philip. This is also a concern for us, and this is why we in- 
stituted the PCR testing. 

Mr. Shays. I want to make sure you answer my question first. 

Mr. Philip. Yes, yes. 

Mr. Shays. Yes or no? 

Mr. Philip. No, we don’t. We hold only the first-time donor for 
that period. If they’ve come back a second time, then it would be 
held in the 3-month hold, as usual. So if they came back again and 
were to seroconvert, we would find them. 

Mr. Shays. But you would use it after 3 months, their second do- 
nation? 

Mr. Philip. Yes, correct. 

Dr. Waytes. If I could add, when we’ve looked at the impact of 
the inventory hold, 96.6 percent of all plasma units that are do- 
nated and screened negative are followed up by at least one subse- 
quent donation from that same donor. Thus over 96 percent of the 
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units in that inventory hold have the benefit of the subsequent do- 
nation to see if that unit might have been in the window period. 

Mr. Shays. You’re talking about even after the second visit? 

Dr. Waytes. Yes, of all units. 

Mr. Shays. And you were saying, what is the fourth? 

Mr. Philip. The fourth thing is the PCR test, because you can 
never be sure. Eve^ time somebody comes in, essentially, they 
could have just previously seroconverted, so you can never be abso- 
lutely sure that you are totally free from that window period, and 
that’s why the I^R test is used, which can detect extremely low 
levels of genome equivalents of virus particles. 

And by doing that test on the pools of plasma prior to manufac- 
ture, we can be assured that we are not seeing any viral genomes 
entering that manufacturing process. 

Mr. Shays. Percentage-wise, what do you discover in that fourth 
test? 

Dr. Waytes. If I could answer that question? 

Mr. Shays. Sure. 

Dr. Waytes. When we first began to use this test to evaluate our 
plasma pools, our pools were about 1,500 liters at that stage. We 
found that about 5 percent of the pools were positive, primarily for 
HCV, not at all for HIV. We made the commitment to destroy those 
pools that were positive. 

Mr. Shays. Destroy the entire pool? 

Dr. Waytes. Destroy the entire pool. What we have instituted 
since then is some pre-PCR screening, using smaller groups of plas- 
ma, we can eliminate those smaller pools before they’re put into 
the large 1,500-liter pool. We see a reactive rate of about the same, 
that would have amounted to about 5 percent. 

The thing is, now the final pools that we put together for PCR 
tests have all been nonreactive, because they’ve all been 
prescreened with PCR of the smaller pools. 

Mr. Shays. Does one infected person — and what is your donor 
size in those pools, ultimately? Is that 11,000 or more? 

Dr. Waytes. Well, when you talk about a 1,500-liter pool, we’re 
talking about, at maximum, 2,000 donations, because this is 
plasmapheresed plasma there may be two or three donations from 
the same donor in that pool. We’re probably looking at a donor pop- 
ulation in one of those pools of under 1,000. 

Mr. Shays. Does one donor infect the whole batch? 

Dr. Waytes. Yes. One positive donor would, in fact, infect the 
whole batch. What you’re asking, then, is would we be able to de- 
tect that? 

Mr. Shays. No, no, I was going to drive somewhere else. That’s 
where Fm confused about my questions to the previous panel, and 
I’m going to have to sort it out. It would strike me that a smaller 
pool woiiid result in your having to destroy less. 

Dr. Waytes. Which is why we pre-PCR screen smaller pools. 

Mr. Shays. Right, I understand why you do it. 

Dr. Waytes. Yes. 

Mr. Shays. I was just trying to get a sense of how often a large 
pool becomes contaminated. 

Dr. Waytes. When we prescreen our smaller pools, we see no 
contamination of the larger pool. Before we started prescreening 
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smaller pools, we found about 5 percent of our 1,500-liter pools 
wGrc positive 

Mr. Shays. And this is with the IQ-PCR test? 

Dr. Waytes. Yes. 

Mr. Shays. Now, as far as you know, do any of your competitors 
do something similar, whether they call it this or not? 

Dr. Waytes. To our knowledge, we are the only ones that have 
incorporated PCR testing as part of product release criteria. 

Mr. Shays. This final, last test? 

Dr. Waytes. The PCR testing. 

Mr. Shays. Yeah. OK I am going to invite — afterwards. I’m just 
going to invite any of the industry who is here, because I want to 
be fair to them, but I’m really trying to understand when an entire 
pool can be contaminated. From the testimony that you’re giving 
me, I’m getting the sense that, had you not done this test, 5 per- 
cent of your batches would be — 5 out of 100, 1 out of 20, would be 
contaminated. 

Dr. Waytes. I think it’s important to note, as was stated earlier, 
that all the companies that make plasma derivatives use viral inac- 
tivation procedures that are veiy, very effective at removing the vi- 
ruses. 

Mr. Shays. But if you didn’t do this test, you’re saying that po- 
tentially 5 percent would be simply not usable. 

Dr. Waytes. No. What I’m saying is that without doing this test, 
5 percent of our pools would have had at least some viral genomes 
present which, in all likelihood — ^in fact, we know— which would 
have been destroyed by the viral inactivation procedures that we 
use or the similar procedures that other companies all use. 

Mr. Shays. I’m going to just use the word, “contamination.” If 
part is contaminated, can you isolate that and just reclean your 
pool, or do you have to destroy your entire pool? 

Dr. Waytes. We’ve made a commitment, if the plasma pool is re- 
active in PCR, we will destroy that pool. 

Mr. Shays. OK I’m missing something here, then. I’m sorry. I’m 
really missing something. What I’m trjdng to understand is the sig- 
nificance of what you’re telling me. Pm also trying to understand 
the economics of a large pool versus a small pool. I’m trying to un- 
derstand, if a pool becomes contaminated, if you have to destroy 
the entire pool, or whether you have the scientific ability to cleanse 
it. 

Dr. Waytes. What you’re asking;, I believe, is do we and other 
companies have the ability to inactivate or destroy the viruses. 

Mr. Shays. Right. 

Dr. Waytes. And the answer to that is yes. 

Mr. Shays. But, that notwithstanding, you still destroy the pool? 

Dr. Waytes. We still destroy the pool. 

Mr. Shays. OK 

Dr. Waytes. It’s just a matter of, even though we know that we 
have methods that have a billion fold reduction or inactivation of 
viruses, we still feel that this quality program offers an increase in 
the safety margin that we feel more comfortable with. 

Mr. Philip. The key to the whole program is really to minimize 
the ^ potential for virus going into the manufacturing process. As 
you’ve heard from the other manufacturers and ourselves, over the 
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last several years, the record has been very good in terms of ensur- 
ing safe materials. That’s primarily because of the screening tech- 
niques used on donors and because of the viral inactivation capabil- 
ity that’s used in manufacturing. 

What some of these programs offer is an ability to reduce further 
the potential for virus getting into the manufacturing process and 
therefore increasing the safety margin or the kill capability of that 
manufacturing step. 

Mr. Shays. Of these four tests, which is the one you think is the 
least likely to be used by others in the industry? 

Mr. Philip. Least likely to be used? 

Dr. Waytes. I think they’re all very valuable. 

Mr. Shays. No, which ones are not being used by others? I’ll ask 
them, as well. Let me just back up a second. My staff is going to 
kill me later for using this analogy, but one of the advantages you 
all have is that you’re the new kids on the block who weren’t there 
when, when we had some problems. 

The analogy I’m going to use is, I got elected after 1974, and I 
saw what happened in Watergate, and I saw campaign finance, and 
I saw gift ban, and so on, and I haven’t gone on golf trips when 
I could have — probably because I don’t play — but tennis trips or 
whatever. But the bottom line is, if you got caught up in that, it’s 
very difficult now to argue against it, even though their mindset 
says it should be. 

The challenge that those in the industry have is candidly dealing 
with what they did without passing judgment that maybe it’s bad, 
dealing with potential suits, et cetera, a whole host of not wanting 
to have memos that say, “Hey, I don’t think this was a good idea,” 
because some lawyer is going to find it, even if that memo is a 
meaningless memo. 

That’s the kind of mentality that I’m thinking. You don’t have 
that problem. It’s a great advantage. And I can say we can learn 
from potentially what you’re doing. That’s my mindset. Kill me 
later about the analogy. [Laughter.] 

So, what I want to do is be clear as to what you think you do 
that is different than what others do, and, of the four you gave, 
which of the four do you think is unique to your company? All four? 
One of them? 

Dr. Waytes. I think basically the whole program is. This is not 
something that we just laid down and did. 

Mr. Shays. You mean the critical mass of doing all four? 'They 
might do one or two, but they don’t — or they don’t do any of the 
four? 

Dr. Waytes. Well, I think in order to PCR your plasma pools, 
you have to have upstream more lower tech programs like the in- 
ventory hold and the rejection of nonretuming first-time donor ap- 
plicants. You have to do everything you can to reduce the viral load 
of your initial plasma. Otherwise, what you would do is throw 
away so many of your plasma pools that you would go out of busi- 
ness. This is a program that evolved over a number of years. 

Mr. Shays. But your argument is that it’s based on safety. It’s 
also based on sound economics. 

Dr. Waytes. We think it is. 
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Mr. Shays. Yes. I mean, that’s the bottom line to it. Let me just 
go to one — ^if I were the Red Cross, I would be concerned that 
you’re basically getting your entire supply from paid donors. 

Dr. Waytes. Yeah. 

Mr. Shays. And first tell me, what is the financial incentive for 
someone? How are they compensated? What do they get? 

Dr. Waytes. I can tell you. 

Mr. Shays. I like the bottom line, and then I like the story. 

Dr. Waytes. The bottom line is, now we pay between $15 and 
$20 for the time, the travel, and the effort for the donors to come 
in and donate plasma. 

Mr. Shays. OK. You’re not going to get rich on that, that’s true. 

Dr. Waytes. No. In no way do we consider this pa 3 Thent for the 
plasma. I think everybody in this room would agree that the life- 
saving products that you can make from a unit of plasma are just 
priceless. 

Mr. Shays. How often can someone donate? 

Dr. Waytes. A person in good health can donate up to twice a 
week. 

Mr. Shays. Wow. Do you have some people who donate twice a 
week? 

Dr. Waytes. We do have some people that donate twice a week. 
We monitor them very carefully, like all of the other plasma pro- 
curers. We do hematocrits and total protein measurements on 
every visit to the center, and, on a regular basis, we do serum 
electrophoreses. Our patients have physical exams as they come in 
as donor applicants and, then, annually. 

Mr. Shays. Let me just ask you, if it was logical for you to wait 
3 months before you take or use their donation, and then until they 
come to their next visit, why wouldn’t you do that for their second 
visit and their third and their fourth? 

Dr. Waytes. We do. Actually, the way the program works is we 
rely on committed repeating donors to continually come back to the 
center. So the first visit to the center, we want that donor to prove 
that he or she is wanting to come and join our proCTam, as a com- 
mitted, qualified donor, and we do this incrediole Dattery of tests 
that you’ve heard about today. 

Once that donor comes back, then we make the decision, “This 
donor’s plasma is useable.” If that donor doesn’t make this commit- 
ment, we want nothing to do with the plasma that this donor had 
previously donated, and we destroy it. Every unit of plasma that 
we do collect that is negative for all the viral tests, we put in this 
inventoiy hold, and we hold for 3 months. 96 percent of those units 
are followed up by at least one other donation. 

Mr. Shays. That’s the part I don’t understand. I’m sorry. What 
are the other percent that isn’t? 'That’s what I’m missing here. Why 
wouldn’t it be 100 percent? 

Dr. Waytes. Because, at some point in time, someone might do- 
nate 5 times, 10 times, 15 times, and then decide to not participate 
in the program anymore. Those are the units that aren’t followed 
up in the inventory hold. That is why, then, we go ahead and do 
the PCR testing of the plasma pool. 

Mr. Shays. No, no, but why wouldn’t the same logic apply? 
That’s all I’m trying to say. Why wouldn’t it be 100 percent? 
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Mr. Philip. It’s more a question of the ability to record and track 
on an individual basis every single donor that would donate and 
every single unit that came in and maintained some sort of rolling 
check on that individual. We don’t have the capability to do that. 

Mr. Shays. Do you want to make any comment on any question 
that was asked by any of the Members here to the other panel? Is 
there any question you would have liked me to ask you? 

Dr. Waytes. Well, one question, I think, that we had started to 
get into just a minute ago was the idea of volunteer blood donors. 

Mr. Shays. Right. 

Dr. Waytes. I would just like to say that the participation in a 
plasma program that would allow us to have the benefit of an in- 
ventory hold requires a committed, regular, repeat donor. I think 
that it would be impossible to expect somebody, without giving any 
reimbursement for time or effort, to come and participate to that 
deCTee. 

Also, we follow our viral marker rates very, very carefully, and 
I can say that, of our units from our committed donors, the viral 
reactive rate is a fraction of what has been published for the volun- 
teer industry. And so we don’t see at all that we’re compromising 
any quality whatsoever by making our products with our com- 
pensated donors. 

Mr. Shays. I would like the Democratic staff director to ask a 
question. 

Ms. Phelps. Thank you, Mr. Chairman, for allowing me to ask 
some questions on behalf of the Democratic Members. At the risk 
of going over the same area again, I just need some clarity on your 
plasma pool. Your larger plasma pool, which has passed the 
prescreening, contains about 2,000 donors? 

Dr. Waytes. 2,000. 

Ms. Phelps. Individual donors? 

Dr. Waytes. It contains donations. 

Ms. Phelps. Individual donations? 

Dr. Waytes. Donations, yes. 

Ms. Phelps. So it’s smaller in size than that which is used by 
the other manufacturers? Or are you saying that, because you have 
so many repeat donations, that it may be of the same size, but you 
use a lesser number of donors? 

Dr. Waytes. Depending on the products being made, these 1,500- 
liter pools may be processed into larger pools, depending on the 
product. 

Ms. Phelps. So, when you apply your manufacturing processes 
to derive your products, you’re using about the equivalent size of 
a plasma pool that your industry competitors might use? 

Dr. Waytes. Yes, it’s similar, probably not much different. 

Ms. Phelps. But the difference would be the number of donors 
who make contribution to that pool? 

Dr. Waytes. I think the question of the number of donors who 
contribute to a pool would apply throughout the industry, if one 
uses plasmapheresed source plasma versus recovered plasma from 
volunteer donations. The amount of plasma that you can obtain 
from plasmapheresis is about 3 times what is normallv recovered 
from a unit of blood, because we return the cells to the donor. 
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Also, because donors do repeat on a regular basis, one particular 
lot, a shipment of plasma which is picked up at a plasma center, 
may contain two or three units on the average per donor. These 
units are then put into the same pool. 

Ms. Phelps. Thank you. Let me know if the questions I’m asking 
are getting into areas of propriety. What is your market share, as 
compared to your competitors? 

Mr. Philip. Overall, we’re less than 1 percent. 

[Note. — ^After testimony, Mr. Philip stated that this statement 
was in error, and that stated as a percentage of total dollar value, 
the Immuno-U.S., Inc. market share is approximately 3.2% for 
1995.] 

Ms. Phelps. Do you manufacture the same products? 

Mr. Philip. No. 

Ms. Phelps. Do you manufacture a specialized type of product 
that will require these kind of stringent safeguards? 

Mr. Philip. We manufacture some very specialized products 
which tend to address the sort of smaller, rare diseases in we area, 
specifically, of coagulation, as well as immune disorders. 

Ms. Phelps. So, then, would you advocate these same type of 
stringent activities in the larger industry, or, perhaps, in the Fed- 
eral Government, that the Federal Government should enact some 
standards that raise the bar of safety? 

Mr. Philip. I think what we’re presenting today are a number of 
initiatives that we’ve taken, that we’ve just finished the measure- 
ment on those initiatives. We’ve just got the scientific data to- 
gether. We’ve just finished the validation of our PCR tests. We’ve 
just presented this to the FDA, and we were just about to publish 
some of this material so it could be peer reviewed and other sci- 
entists can benefit from it. 

I’m sure other companies are doing similar things, maybe dif- 
ferent things. I think, to me, one of the most important things we 
do in this country is that we do allow individual companies and 
various research facilities, whether they’re academic or whether 
they’re government funded, to develop new ways and better ways 
to improve, in this case, the safety and quality of the blood supply. 

Sharing of that information is important. We were just at the 
phase where we were about to share it before this committee called 
us to bring it, perhaps a little ahead of time, shall we say, and 
we’re pleased to do that. 

But I think it’s very important that a lot of this information be 
weighed and evaluated carefully by FDA and by others to decide 
whether this is the sort of thing they want to do. We believe very 
strongly that these initiatives we’ve taken improve the safety mar- 
gin of our products, and that’s why we’re doing them today. 

Ms. Phelps. Were you aware as you were developing your PCR — 
and I ^ess, actually, when you started using it in December 1994, 
then NiH was also in pursuit of this technology? 

Mr. Philip. Yes, we were, and we have, in fact, now completed 
the data on our tests which we’re presenting to FDA as a first step, 
and we would be more than happy to share it with the other agen- 
cies. 

Ms. Phelps. Is it often that you have industry and government 
duplicating each other’s effort? 
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Mr. Philip. I’m not sure whether it’s duplication. I think our 
technology is actually quite different to that developed or being 
worked on by the government and, probably, by other companies, 
too. I think it’s true that other companies may have similar lines 
of research and development. Some work, some don’t. Research is 
a very hard and expensive activity, as you know, and does not al- 
ways pay off. 

Ms. Phelps. My last question, Mr. Chairman. You said in your 
testimony. Dr. Philip, that the Federal Government, I guess, the 
Members of Congress, should recognize that as the Federal agen- 
cies raise the bar of safety, they must recognize that someone will 
have to bear the increased cost burden. Ri^t now, looking at your 
own experience, how are you looking at apportioning out the bur- 
den of that cost in the future. 

And then, also, what recommendations would you make to Chair- 
man Shays and other Members about how to best proceed? 

Mr. Philip. I think, first of all, is the awareness that a lot of 
these activities do cost a lot of money, a lot of time, a lot of invest- 
ment, and that we cannot, as a company or as an industry, for that 
matter, go on creating and improving and adding safety margins to 
the manufacturing process or the screening processes without com- 
ing back and recouping at least a proportion of that investment, 
and an awareness, at least, at this stage, and perhaps a more open 
discussion of that side of the business that we’re in is very impor- 
tant. 

And so I think the reality that research, quality, and future de- 
velopments do come at a price, is very important. 

Mr. Shays. Thank you. I would like to allow our Republicans 
staff member who focuses in on this area to ask a question or two, 
if you have one. 

Ms. Finley. Thank you, Mr. Chairman. Dr. Philip, would PCR 
catch HIV O variant in your plasma pools? 

Mr. Philip. I’ll have to ask Dr. Waytes that question. 

Dr. Waytes. I’m not aware that it would. 

Ms. Finley. So then it would not necessarily be more reliable 
than adjusted antibody tests? 

Dr. Waytes. Well, if you were talking — I can’t sav for sure 
whether or not. We use primers, which are the pieces of DNA that 
detect the segments of viral material that we’re interested in that 
are specific to the gag gene. I really can’t say whether or not these 
primers would detect the type O. I could find that out for you, but 
I would not want to make that claim. 

Ms. Finley. We would welcome the information. Thank you, Mr. 
Chairman. 

[The information follows:] 

The specificity of a PCR is dependent on the primers that are used. We use the 
well-known gag-specific primers SK 38 and SK 39. To date, we do not have any doc- 
umentation that would suggest that these primers would detect the HIV O variant. 

Mr. Shays. I would like to thank both of you very much, so I will 
say that your panel is done. I’m not encouraging anyone from the 
previous panel to come up unless they feel it’s imperative that th^ 
do. And so you all are excused. I thank vou very much for attend- 
ing. Is there anyone that feels inclined to testify from the past 
panel? 
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Mr. Tutwiler. Could I comment? 

Mr. Shays. Sure. I gave you that invitation. I would be happy 
to. May I just remind you that you are still under oath. 

Mr. Tutwiler. Yes. 

Mr. Shays. Thank you, Dr. Tutwiler. You’re helping me by sit- 
ting in the same seat. 

Mr. Tutwiler. I’m Dr. Tutwiler. 

Mr. Shays. If you had sat over here, it would have confused me. 

[Laughter.] 

Mr. Tutwiler. I really have very little comment, except maybe 
just on this specific question of PCR testing, and just to remind one 
that, one, the PCR testing is not yet approved by the FDA, for ac- 
tually doing this kind of testing on a routine basis to exclude it 
during the actual inventory process. 

And the other thing is — and I would just caution. I haven’t seen 
their results, haven’t seen their test. It may be a wonderful test. 
But we’ve been looking at the reproduceability of these types of 
techniques, as well, the DNA testing techniques, and, quite hon- 
estly, what’s important here is to look at the actual 
reproduceability. 

I mean the possibility of getting false positives and false nega- 
tives is a critical issue here, especially, you’ve heard that we need 
to be able to supply these important products to the American pub- 
lic. And, of course, if you throw out a lot of plasma because of ftilse 
positives, for instance, then, in fact, that would have a disastrous 
impact on product availability. 

And I just need to also make note of the fact that just because 
there might be small pieces of DNA, this may or may not — this is 
something you need to look into. Of course, these don’t mean that 
these, in fact, are infective in any way. In other words, you need 
a much larger piece of DNA for it to be, in fact, infective. 

So PCR testing can be so sensitive that it may pick up so much 
positive plasma in terms of the — ^you may get so many positives. 

Mr. Shays. Let me just say, though, I would make an assump- 
tion that a company that’s using that system obviously is not going 
to want to have false positives. 

Mr. Tutwiler. Right. 

Mr. Shays. If your concern is that somehow this committee 
would weigh in on this issue and ask you to do something that 
we’re not sure of, you don’t need to worry about that. 

Mr. 'Tutwiler. OK. So those were the only comments I had. 

Mr. Shays. I appreciate it. 

Dr. Waytes. Could I respond? 

Mr. Shays. If you want to respond, you definitely may. I’m going 
to try to conclude this. I had purposely tried to dismiss you so it 
wouldn’t get into a debate. I want to be fair to both sides. I didn’t 
say that would be the dialog. So if you get us in too much more 
controversy, then you’re going to open it up for 2 hours. 

Dr. Waytes. What I wanted to say is that’s absolutely correct. 

Mr. Shays. OK 

Dr. Waytes. That is if one did not have an assay that could ade- 
quately control for false positives and false negatives, it would be 
a disaster. There’s a lot that can go wrong with PCR. That’s why 
it took us a number of years to develop a system where we have 
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internal and external controls such that we can, we think, basically 
eliminate the chance of having false positives and false negatives. 
[The information follows:] 

January 5, 1996 

Honorable Christopher Shays 
Chairman 

Subcommittee on Human Resources and Intergovernmental Relations 

Committee on Government Reform and Oversight 

United States Congress 

B372 Rayburn House Office Building 

Washington, D.C. 20515 

RE: Additional Questions Per Your Correspondence of December 18, 1996 
Dear Mr. Chairman: 

As you requested in your letter of December 18, 1996, we are providing the follow- 
ing information for inclusion in the record of the November 2, 1996, Subcommittee 
hearing on blood safety issues. 


lOM Report 

As you know, Immuno-U.S., Inc. has never marketed a Factor VIII concentrate 
in the United States. The only Factor DC concentrate Immuno-U.S., Inc. has mar- 
keted was not introduced in the United States until 1993 and is, of course, virally 
inactivated. Therefore, Immuno-U.S., Inc. was not involved in the events that are 
detailed in the Institute of Medicine (lOM) report, HIV and the Blood Supply: An 
Analysis of Crisis Decisionmaking. We have reviewed the report and the rec- 
ommendations and believe that they merit serious consideration and debate. We 
think it is vitally important to reiniorce that public policy and federal regulations 
governing the natioas blood supply be based on solid scientific data and the accu- 
mulated guidance of properly gathered clinical evidence and experience. 

Immuno’s specific responses to each of the 14 lOM recommendations are attached. 


Source of Products 

All of the plasma products currently maiketed in the United States by Lmmuno- 
U.S., Inc. are manufactured from Source Plasma collected in the United States. 
ljnmuno-U.S., Inc. marketed and markets products manufactured by the 
Osterreichisches Institut fiir Haemoderivate GES.M.B.H., another Immu ne Group 
company. These imported products, FEIBA®), Bebulin®, and Iveegam®, are aD 
manufactured from ^urce Plasma collected in the United States. The manufacture 
of these products in Europe is governed by their product licenses issued Iw the Cen- 
ter for Biologies Evaluation and Research of the United States Food and Dnm Ad- 
ministration (TDA”). The European manufacturing facilities also hold FDA Estab- 
lishment Licenses and are regularly injected by the agency. Albumin has also 
been, and is, manufactured from U.S.A. &urce Plasma. Historically, it was manu- 
factured by Osterreichisches Institut fiir Haemoderivate GES.M.B.H., and more 
lately by Immuno-U.S., Inc. in Rochester. 


Prison Plasma 

Immuno has not utilized any material sourced from any prison plasma program 
in the United States or any other country. 

Thank you once again lor the opportunity to contribute to your investigation. Do 
not hesitate to contact me if you desire further information. 

Sincerely, 

Mark A. Phiup, Ph.D., 

Chief Executive Officer. 


IMMUNO RESPONSES TO THE lOM RECOMMENDATIONS 

Recommendation 1: The Secretary of Health and Human Services should des- 
ignate a Blood Safety Director, at the level of a dmiuty assistant secretary or hiAer, 
to he responsible for the federal government’s efforts to maintain the safety of the 
nation’s blood supply. 

Recommendation 2: The PHS should establish a Blood Safety Council to assess 
current and potential future threats to the blood supply, to propose strategies for 
overcoming tnese threats, to evaluate the response of the PHS to these proposals, 
and to monitor the implementation of these stratemes. The Council should report 
to the Blood Safety Director (see Recommendation 1). The Council should also serve 
to alert scientists about the needs and opportunities for research to maximize the 
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safety of blood and blood products. The Blood Safety Council should take the lead 
to ensure the education of public health officials, clinicians, and the public about 
the nature of threats to our nation’s blood supply and the public health strategies 
for dealing with these threats. 

Immune Response to Recommendations 1 and 2: Immuno does not object to the 
appointment of a new Blood Safety Council and a Blood Safety Director but believes 
caution must be exercised to ensure that Diese new entities ^ not simply result in 
an additional level of bureaucracy that slows decisionmaking and undermines the 
regulatory authority of the Food and Dn^ Administration (FDA). Immuno believes 
that reliance on the best available scientific evidence, rather than any particular de- 
cisionmaking structure, will ensure sound blood policy decisions. 

Recommendation 3: The federal government should consider establishing a no- 
fault compensation system for individuals who suffer adverse consequences from the 
use of blood or blood products. 

Imm uno Response to Recommendation 3: The lOM report recommendation for a 
no-fault compensation system has inadequate detail for Immuno to take a definitive 
position. 

Recommendation 4: Other federal agencies must understand, support, and re- 
spond to the CDC’s responsibility to serve as the nation’s early wammg system for 
threats to the health of the public. 

Immuno Response to Recommendation 4: Immuno supports Recommendation 4. 

Recommendation 6: The PHS should establish a surveillance systena, lodged in the 
CDC, that will detect, monitor, and warn of adverse effects in the recipients of blood 
and blood products. 

Immuno Response to Recommendation 5: Immuno supports Recommendation 5. 
Immuno supports the improvement of clinical surveillance and reporting systems fo- 
cused on adverse effects on recipients of blood products. 

Recommendation 6: Where uncertainties or countervailing public health concerns 
preclude completely eliminating potential risks, the FDA snould encourage, and 
where necessary require, the blood industry to implement partial solutions that 
have little risk of causing harm. 

Immuno Response to Recommendation 6: Immuno supports Recommendation 6 to 
the extent that it envisions FDA allowing implementation of partial solutions when 
thw are based on sound scientific evidence. 

Recommendation 7; The FDA should periodically review important decisions that 
it made when it was uncertain about the value of key decision variables. 

Immuno Response to Recommendation 7; Immuno supports Recommendation 7. 

Recommendation 8: Because regulators must rely heavily on the performance of 
the industry to accomplish blood safety goals, the FDA must articulate its requests 
or requirements in forms that are understandable and implementable by regulated 
entities. In particular, when issuing instructions to regulated entities, the FDA 
should specily clearly whether it is demanding specific compliance with legal re- 
quirements or is merely providing advice for careful consideration. 

Immuno Response to Recommendation 8: Immuno supports Recommendation 8. 
Immuno believes that the regulated industry will benefit if FDA clearly and consist- 
ently articulates its regulatoiy requirements. 

Recommendation 9: The FDA should ensure that the composition of the Blood 
Products Advisory Committee (BPAC) reflects a proper balance between members 
who are connected with the blood and blood products industry and members who 
are independent of industry. 

Immuno Response to Recommendation 9: Immuno believes that members of the 
BPAC should be chosen for their knowledge, experience, and ability to contribute 
to the committee’s deliberations and decisionmaking and should represent all in- 
volved interests and concerns. The BPAC should be constituted so that it will be 
able to make sound scientific decisions, and Immuno agrees that a balanced mem- 
bership of qualified industrial and non-industrial members is appropriate. 

Recommendation 10: The FDA should tell its advisory committees what it expects 
from them and should independently evaluate their agendas and their performance. 

Immuno Response to Recommendation 10: Immuno supports Recommendation 10. 

Recommendation 11: The FDA should develop reliable sources of the information 
that it needs to make decisions about the blood supply. The FDA should have its 
own capacity to analyze this information and to predict the effects of regulatory de- 
cisions. 

Immuno Response to Recommendation 11: Immuno supports decisionmaking 
based on the best available scientific evidence and agrees that FDA should have 
adequate expertise to make sound, evidence-based decisions. If the agency has that 
capacity, it will be able to judge the science that is presented to it and the rec- 
ommendations of BPAC. 
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Recommendation 12: When faced with a decision in which the options all carry 
risk, especnally if the amount of risk is uncertain, physicians and patients should 
take extra care to discuss a wide range of options. 

Immuno Response to Recommendation 12: hnmuno recognizes the primacy of the 
treating physician in reviewing treatment options and communicating to the patient 
the risks and benefits of any recommended course of treatment, as dras cmrrent law. 

Recommendation 13: The Department of Health and Human Services should con- 
vene a standing^ expert panel to inform the providers of care and the public alxiut 
the risks associated with blcxxl and blcxid products, about alternatives to using 
them, and about treatments that have the supixirt of the scientific record. 

Immuno Response to Recommendation 13: immuno supports the wide dissemina- 
tion of information concerning treatment and believes that the federal government 
has an important role to play. There already exist some avenues for distributi^ in- 
formation about treatments, and HHS should encourage further educational efforts, 
both through publicly funded programs and through cooperation with the private 
sector. Immuno is not cnnvinced that a new standing expert panel is required to 
achieve the goal of enhanced public information. 

Recommendation 14: Voluntary organizations that make recommendations about 
using commercial products must avoid conflicts of interest, maintain independent 
judgment, and otherwise ac:t so as to earn the confidence of the public and patients. 

Immuno Response to Recommendation 14: Immuno agrees that all involved in the 
blood and blcxia products industry, the treatment of patients, or the recommendation 
of products should avoid conflicts of interest and maintain independent judgment. 
When perceived or potential conflicts of interest occur, they should be fully disclosed 
to all interested parties and to the public. However, Immuno believes that the rela- 
tionships between fractionators and voluntary organizations have been very produc- 
tive ones that have led to the exchange of important information, l^ese relation- 
ships can further cxintribute to improvements in the treatment of hemophiliacs and 
others with blood-related disorders and should be encouraged and fully ci^losed. 

Mr. Shays. I’ll end on that positive note, all right? Thank you 
very much. 

Let me, before closing, I want to thank the staff, both the Repub- 
lican and Democratic staff that has helped us prepare for this, and 
to thank our reporter, Jan del Monte, for her work, as well, and 
just let all of you know that we’re in this for the long haul. 

We think this issue is extraordinarily important. We had enough 
wake-up call in the 80’s. We aren’t going to be complacent. This 
committee is part of the defense network that I described, as well 
as those who nave come and testified. I will just emphasize a^n, 
this is such an important issue that I’m going to know more about 
this issue than I ever wanted. With that, I call us adjourned. 

[Whereupon, at 1:50 p.m., the subcommittee meeting was ad- 
journed.] 
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